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. |SE <~>F CRF ANTAGONISTS AND REL ^TPn COMPOSITIONS 
Field of the Invention 

This invention relates to the use of CRF antagonists in the treatment of certain 

conditions, and related compositions. 
5 Background Of The Invention 

CRF antagonists are disclosed in U.S. Patents 4,605,642 (Issued August 12, 1986) 
and 5 063,245 (issued November 5, 1991). They are also disclosed in International patent 
publications WO 95/33750 (published December 14, 1995); WO 95/34563 (published 
December 21, 1995); WO 94/13676 (published June 23, 1994); WO 94/13677 (published 
10 June 23 1994); WO 95/33727 (published December 14, 1995); WO 98/05661 (published 
February 12, 1998); WO 98/08847 (published March 5, 1998); and WO 98/08846 (published 
March 5, 1998) and European patent publications EP 778277 (published June 11, 1997) and 
EP 773023 (published May 14, 1997). CRF antagonists are also disclosed in the following 
patent publications: EP 576350; WO 95/10506 (published April 20, 1995); WO 96/35689 
15 (published November 14, 1996); WO 96/39400 (published December 12, 1996); WO 
97/00868 (published January 9, 1997); WO 97/14684 (published April 24, 1997); WO 
97/29109 (published August 14, 1997); WO 97/29110 (published August 14, 1997); WO 
97/35580 (published October 2, 1997); WO 97/35846 (published October 2, 1997); WO 
97/44038 (published November 27, 1997); WO 98/03510 (published January 29, 1998); WO 
20 98/08821 (published March 5. 1998); WO 98/11075 (published March 19, 1998); WO 
98/15543 (published April 16, 1998); WO 98/21200 (published May 22, 1998); WO 98/27066 
(published June 25, 1998); WO 98/29397 (published July 9, 1998); WO 98/29413 (published 
July 9 1998); WO 98/42699 (published October 1, 1998); WO 98/35967 (published August 
20 1998); WO 98/45295 (published October 15, 1998); WO 98/47874 (published October 29, 
25 1998)- WO 98/47903 (published October 29, 1998); WO 99/01454 (published January 14, 
1999); WO 99/01439 (published January 14, 1999); WO 99/10350 (published March 4, 1999); 
WO 99/12908 (published March 18, 1999); WO 99/00373 (published January 7, 1999); and 
WO 99/38868 (published August 5, 1999). 

The importance of CRF antagonists is set out in the literature, e.g., P. Black, 
Scientific American SCIENCE & MEDICINE.1995, p. 16-25; T. Lovenberg, et al.. Current 
Pharmaceutical Design, 1995. 1: 305-316; and United States Patent 5,063,245. An outline of 
the activities possessed by CRF antagonists is found in M. J. Owens et al., 1991, Pharm. 
Rev., 43:425-473. CRF antagonists are described in the art as being effective in the 
treatment of stress-related illnesses, mood disorders such as depression, major depressive 
disorder single episode depression, recurrent depression, child abuse induced depression, 
postpartum depression, dysthemia, bipolar disorders, and cyclothymia; chronic fat.gue 
syndrome; eating disorders such as anorexia and bulimia nervosa; generalized anxiety 
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disorder; panic disorder; phobias; obsessive-compulsive disorder; post-traumatic stress 
disorder; pain perception such as fibromyalgia; headache; gastrointestinal diseases; 
hemorrhagic stress; ulcers; stress-induced psychotic episodes; fever; diarrhea; post-operative 
ileus; colonic hypersensitivity; irritable bowel syndrome; Crohn's disease; spastic colon; 
inflammatory disorders such as rheumatoid arthritis and osteoarthritis; pain; asthma; 
psoriasis; allergies; osteoporosis; premature birth; hypertension, congestive heart failure; 
sleep disorders; neurodegenerative diseases such as Alzheimer's disease, senile dementia of 
the Alzheimer's type, multiinfarct dementia, Parkinson's disease, and Huntington's disease; 
head trauma; ischemic neuronal damage; excitotoxic neuronal damage; epilepsy; stroke; 
spinal cord trauma; psychosocial dwarfism; euthyroid sick syndrome; syndrome of 
inappropriate antidiarrhetic hormone; obesity; chemical dependencies and addictions; drug 
and alcohol withdrawal symptoms; infertility; cancer; muscular spasms; urinary incontinence; 
hypoglycemia and immune dysfunctions including stress induced immune dysfunctions, 
immune suppression and human immunodeficiency virus infections; and stress-induced 
infections in humans and animals. 

Summary Of The Invention 
The present invention relates to a method of treating a condition comprising 
administering a corticotropin releasing factor (CRF) antagonist in an amount effective to treat 
the condition, the condition being selected from the group consisting of: 

a) disorders that can be treated by altering circadian rhythm; and 

b) depression, further wherein a second compound for treating depression is 
administered, the second compound for treating depression having an onset 
of action that is delayed with respect to that of the CRF antagonist. 

In another aspect, the present invention relates to a method for treating or preventing 
a cardiovascular disease that involves administering a CRF antagonist in combination with a 
non-CRF antagonist compound for treating the disease. The invention also relates to 
treatment of migraine or non-migraine headache by administration of a CRF antagonist in 
combination with a non-CRF antagonist compound that treats such condition and to treatment 
of emesis using a CRF antagonist in combination with a non-CRF antagonist compound for 
treating emesis. 

Detailed Description of the Invention 

All patents, patent publications, and literature references cited herein are hereby 
incorporated by reference. 

In one aspect, the present invention provides for treatment of disorders that can be 
treated by altering circadian rhythm, e.g., abnormal circadian rhythm, by administration of a 
CRF antagonist. Abnormal circadian rhythm treated according to the invention can be 
associated with several types of disorders, including, without limitation, time zone change 
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associated with chronic administration and withdrawai of antidepressant agents, 
associatea anta aonist that is useful for treating 

If desired, a second compound, e.g., a non-CRF antagonist tn 

1^. inverse a g onis,s. a g an,s,s and - -pound, Z 

:ir::::- * - — - - - — 

25 ""^pounds ,0, «*. depression ,3, have a de tey ed * « «J* 

„h. mat are selective serotonin reuptake inhibitors (SSRIs). tricyclic 
nmitatlon, compounds innibilors , nora d,ena,ine reuptake inhibitors, 

antidepressants, norepinephrine reap ake , ^ ^ ft 

,„um, „2-ad,eno,ecep,o, aponrsts. 5HT„ nh«ors, ^ 

Ookepin, desipramme. nomine , pnaarp ^ ^ ^ ^ ^ 
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alone. Administration of these delayed-action compounds for treating depression is carried 
out using well-known dosages and formulations. 

Any CRF antagonist can be used to practice the invention, including those that are 
described in U.S. Patents 4,605,642 and 5.063,245; International patent publications WO 
5 95/33750; WO 95/34563; WO 94/13676; W094/13677; WO 95/33727; WO 98/05661; WO 
98/08847; and WO 98/08846; and European patent publications EP 778277; and EP 773023. 
They also include those of the following patent publications: EP 576350; WO 95/10506; WO 
96/35689; WO 96/39400; WO 97/00868; WO 97/14684; WO 97/29109; WO 97/29110; WO 
97/35580; WO 97/35846; WO 97/44038; WO 98/03510; WO 98/08821; WO 98/11075; WO 
10 98/15543; WO 98/21200; WO 98/27066; WO 98/29397; WO 98/29413; WO 98/42699; WO 
98/35967; WO 98/45295; WO 98/47874, WO 98/47903, WO 99/01454, WO99/01439, 
WO99/10350; WO99/12908; WO99/00373, and WO 99/38868. As noted above, the texts of 
all of these publications are incorporated by reference herein in their entireties. 

Following are listed particular examples of CRF antagonists that may be used in 
15 practicing the invention. It is understood that in the generic formulae employed below, the 
variables employed, e.g., "A", "B", "R,", "R 2 ", etc. have the meanings attributed to them only in 
the particular Roman numeral section in which they are found. Thus, the meaning attributed, 
for example, to "R 1 " is different for the structures in section I and the structures of the other 
sections. 

20 L For example, the CRF antagonist may be of the following formula, described in 

WO 94/13677: 



A 




and the pharmaceutical^ acceptable acid addition salts thereof, wherein 

A is NR1R2. CR1R2R11. or C(=CR 1 R 12 )R 2 . NHCR^Rn, OCR,R 2 Rii, SCR,R 2 Rii, 

25 NHNR,R 2 , CR 2 RnNHR,, CRzRuOR,, CR 2 RnSR, or C(0)R 2 ; 

R, is hydrogen, or d-C 6 alkyl which may be substituted by one or two substituents Re 
independently selected from the group consisting of hydroxy, fluoro, chloro, bromo. iodo, C,-C 6 
alkoxy, 0-C(0)-(C r C 6 alkyl), 0-C(0)-N(d-d alkyl)(Ci-C 2 alkyl); amino, NH(d-C 4 alkyl), S(d- 
C 6 alkyl), OC(0)NH(d-C 4 alkyl). N(C,-C 2 alkyl)C(0)(d-C 4 alkyl), NHC(0)(d-d alkyl), COOH. 

30 CO(d-d alkyl), C(0)NH(d-C 4 alkyl). C(0)N(d-C 4 alkyl)(d-C 2 alkyl). SH, CN. N0 2 . SO(C r C 4 
alkyl); S0 2 (d-C 4 alkyl), S0 2 NH(d-d alkyl), S0 2 N(C,-C 4 alkyl)(d-C 2 alkyl), and said d-C 6 
alkyl may have one or two double or triple bonds; 
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«,»„„, h ! , ^ ° r (C '" C "' » herel " «yl is phenyl, naprilhyl 

l M qU ' n0¥ ' PVra2i "°' y '' »»* °~ 

tammy. benzisothiazolyl. mfczolyl, feoxazolyl , benz * 

b^dazov. friazolyl, prolyl, pynoly, Mm Qr ben y ; 

ZToTT7: <c, " c ' a ' ky ' ene) cyaoalkA whe,ain said «**-« ™» — ™ - 

of said cyeloalkyl, C.-C. alk*. benzyi or C.-C. alkanoy, wherein R> may be substituted 
" y ^ " '° *~ " -*"* or C-C. alky, or on. of hydroxy bromo 

r H ; ; i::;:;^^ **>• °™«™ -* ^ :„ : 

NH(C,-C, atkyl). N(C,- C< a.kyl) C(0 X C,.C. alkyl). NHC(0)(C,-C. alkyl) COOH C(0)0,C c 

SO (C, C 4 atky,,, SO.NH.C.-C. a,ky„, SO,N<C,C. alkMC-C, alky,,, and Retell aB « 
alkyl or C,-C„ alkyleno may have one to Ihree double or triple bonds; or 

„ hi kT* " CR ' R2R " ^ ^ ' '° 8 - memb «^ ""9 optionally having one or two 
alkant " " ^ °' * " « *"* Z " C.-C. a,** benzyl, or C J 4 

NH C.-C. aiky,,. N(C,-C 4 alxylXCC, alky,,. SH. S( C,-C. alky,,. SCXC-C. a, M >, or S0 2 (C,i 

2 p c, " C4 a,M and °* a,kyi may have ° aa - - *~ - <** >-i n 

may be subsMuted by from 1 to 3 R 7 subsmuents independency selected from me group 
consishng o, hydroxy, amino. C-C, alkoxy, dimethylamino, diemylamho. memylamino 
elhylam,no,NHC(0)CH s .fluoro.ohloroorC,-C,lhioalky|- 

alM), N(C,-C. alxyl) (C-C, alky,,, SO„(C,-C. alkyl), herein n is 0, , or 2. cyano, hydroxy 
carboxy. „ amide, wherein seid C,C. may be subs., tut ed by one ,o ,hree 

cZrrTT am ' d °' NHC(0,,C - C - alk ">' NH < C .^ N»C,. C< alxyixc-c, elky, ' 

C(0,0<C -c 4 alkyl). C,-C, alkoxy, C..C, mioalkyl, nuoro, bromo, ohloro, iodo. cyano or L- 

R, ,s phenyl, naphlhyl. thienyl. benzothienyi. pyridyl. guinolyl. pyrazinolyl, pyrimidy, 
xmdazoly furanyl. benzofuranyl, benzomiazolyi, ls0mia20 „, ^Jyi 
^oxazolyl, enzisoxazolyi, benzimidazolyl. friazolyl. pyxazolyl. pynoly,, h do,yl, pynolop^ 

Z Z IT ,WaZ0 " d ' nA *—* - 'a,razo„, „here, n 

each one o, me above groups may be subciluled independemly by from one to mree of fluoro 
htoro, bromo, lormyl, C.-C. alkyl. C,C« alkoxy or mfluccomemyl. or one or hydroxy, iodo' 
cyano, nto cyc|opropy| ^ ^ ^ ^ 

alkyl). S,C,-C e alkyl), SO l( C,-C„ *yl), wherein said C,^ 4 alky, and C,C. alky, may have one 



d oub.e or triple bond and may be substituted by one or two of f-uoro. ch.oro, hydroxy, amino, 
douoie or tnp unsubstituted phenyl; 

methylamino, dimethylam.no or acetyl, wrth the proviso tna 

R11 is hydrogen, hydroxy, fluoro, ch.oro, COO( Cl -C 2 alkyl). cyano, or CO( Cl -C 2 alky.), 

and 

R 12 is hydrogen or C1-C4 alkyl; 

(a) A is not straight chain C r C 12 alkyl; 

„) when R, is hydrogen, A is benzyl o, phenethyl, and R. is fluoro. ohloro, 
bra no « .hen R, is no. s'-deoxy-rlbofuranos, o, Mrt+a***^ «« 

(c) when R 5 is phenyl, said phenyl is substituted by two or three 

' — - — <° use - a cRF anta9onis ' of lhe ,0 " owin9 ,ormula ' 

described in WO 94/13676: 



B 



R 
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and the acid addition salts thereof, wherein 

B is XA wherein X is (CH 2 ) n in which n is 0. 1 or 2, NH, O, S, «CrC 
A is NR1R2. CR1R2R11. or C(=CR 2 Ri 2 )Ri; 

R , is hydrogen, o, C-C *yf — ~» « — " ~ °' f ^ ^ c C 
independent seated aom te group consisting of hydroxy, fiooro. *toro. bron, o»do, C£ 
T n r,-ot (C C. alkyl) O-C(=O)NH(0,-C alkyl). Ofl-OKHW. alkylXC-C alkyl). 
a r X a.M *cU .U alky,,, S(C,-C. a,k„. 

TT»H«5 C alkyf) COOH. C(=OWCA alkyl). C(=0)NH(C,-C alkyl). C(=0)N(C,-C. 
£££ « alky, and said C,C alkvl ma, eontain one er fwo doable or „ip,e 
Ra is C,-C,z aikyl, aryl o, (C-C,. alk^aryt wherein said ary, is phenyl, naphthyl 

benzofhiazolyt, isofhlazolyl. benzisothlazolyl, Ihiazolyl. isoxazolyt, b °™ s °* a »* 
tUl^ «-*. pyrazolyl. pynolyl, Indolyl. pyrrotopyridyl. oxazoiyi. or benzoxazoiyl 
Ts IntCd oyolollkyl or (C-C alkylene, cy*a,kyt. where,n said eyeioalkyt may c^am 
1 : l ot O, S or N-Z wherein Z „ hydrogen. CC alky, benzyt or C-C alkano* - , e 
1 may be substituted independent,, b, from one to Ihree of ohloro. «uoro or C-C alkyl. or 

,. y^,„ r c. alkox, 0-C(=O)-(C-C alkyl). 0-C-N(C-C alk,IXC-C 
one of hydroxy, bromo, iodo, C r C 6 alkoxy, u ^\ ^) \ 
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alkyl) S(C-C alkyl), NH 2 , NH(C-C alkyl), N(C r C alkyl) (C-C alkyl), N(C-C)- C(=0)(C-C 
alkyl) NHC(=0)(C-C), COOH, C(=0)0(C,-C 4 alkyl), C(=0)NH(C-C alkyl), C(=0)N(C 1 -C 4 
a.kyO(C-C alkyl), SH, CN. N0 2 , SO( Cl -C 4 alkyl), S0 2 ( Cl -C 4 alkyl). S0 2 NH( Cl -C 4 alkyl). 
S0 2 N( C1 -C 4 alky.)(C-C alkyl). and wherein said C r C 12 alkyl or Cl -C 10 alky, may conta,n one to 

5 three double or triple bonds; or 

when A is N Rl R 2 or CR^. then R, and R 2 taken together with the atom to wh,ch 
they are attached may form a saturated 4- to 8-membered optionally containing one or two 
double bonds or one or two of O, S or N-Z wherein Z is hydrogen, C-C alkyl, or C-C 
alkanoyl; 

10 R 3 is hydrogen, CrC alkyl, fluoro, chloro, bromo, iodo. hydroxy, amino, 0(C-C alkyl), 

NH(C-C alky.), N(C-C a.ky.)(C-C alkyl), SH. S(C-C alkyl), SO( Cl -C 4 alkyl), or S0 2 ( Cl -C 4 
alkyl) wherein said Cl -C 4 alkyl and C-C alkyl may contain from one or two doub.e or tnp.e 
bonds and may be substituted by from 1 to 3 substituents Rs independently selected from the 
group consisting of hydroxy, amino, CrC a.koxy, dimethylamino, diethylamino, methylammo, 
1 5 ethylamino, NHCH 3 , fluoro, chloro or C-C thioalkyl; 

R, and Re are each independently hydrogen, CrC alkyl, fluoro, chloro. bromo, iodo. 
CrCa alkoxy. amino, NH( Cl -C alkyl), N( Cl -C 6 alkyiKC-C alkyl), SO n ( Cl -C alkyl), wherein n ,s 
0 1 or 2 cyano, hydroxy, carboxy, or amido, wherein said CrC alkyls may be substituted by 
one to three of hydroxy, amino, carboxy, amido, NHC(=0)(C-C alkyl), NH( Cl -C 4 alkyl), N(C- 
20 C 4 a.kyl)(CrC alkyl), C(=0)0( Cl -C 4 alkyl), C-C alkoxy, C r C thioalkyl, fluoro, bromo, chloro, 
iodo, cyano or nitro; 

R 5 is phenyl, naphthyl, thienyl, benzothienyl, pyridyl. quinolyl. pyrazinyl. pyrimidyl, 
imidazolyi, furanyl. benzofuranyl. benzothiazolyl. isothiazolyl. benzisothiazolyl. thiazolyl. 
isoxazolyl. benzisoxazolyl, benzimidazolyl. triazolyl. pyrazolyl, pyrro.yl, indolyl. azaindolyl. 
25 benzoxazolyl, oxazolyl, pyrro.idinyl, thiazolidinyl, morpholinyl, piperidinyl, piperazinyl. tetrazo.yl. 
or 3- to 8-membered cycloalkyl or 9- to 12-membered bicycloalkyl. optionally containing one to 
three of O S or N-Z wherein Z is hydrogen, Cl -C 4 alkyl, C-C alkanoyl, phenyl or phenylmethyl, 
wherein each one of the above groups may be substituted independently by from one to four of 
fluoro chloro, C-C alkyl, C-C alkoxy or trifluoromethyl, or one of bromo, iodo, cyano. mtro, 
amino, NH(C-C alkyl). N(C-C)(C-C alkyl). COO(C-C alkyl). CO(C-C alkyl). S0 2 NH(C-C 4 
alky.) S0 2 N(C-C alkyl)(C-C alkyl), S0 2 NH 2 , NHS0 2 (C-C alkyl). S(CC alkyl). S0 2 (CrC 
alkyl) wherein said C-C alkyl and CrC alky, may be substituted by one or two of fluoro, 
chloro, hydroxy, amino, methylamino, dimethylamino or acetyl; with the proviso that R 5 .s not 
unsubstituted phenyl; 

35 Rl1 is hydrogen, hydroxy, fluoro. chloro. COO(C-C alkyl), cyano, or CO(C-C 2 alkyl); 
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Rk 'S hydrogen or Cl -C 4 alkyl; with the proviso that (1) when R 5 is 4-bromophenyl R 3 is 
hydrogen, and R, and Re are methyl, then B is not methylamino or ethyl, and (2) when R 5 is 4- 
bromophenyl, and R 3 , R, and Re are methyl, then B is not 2-hydroxyethylamino. 

iiL It is also possible to employ a CRF antagonist that has a structure selected 
from the group shown below, and pharmaceutica.iy acceptable salts and esters thereof as 
described in WO 95/33750: 



D 

if" R ' 





wherein 
10 AisCR 7 orN; 
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B is NR,R 2 , CR^R,. C(=CR 2 R 12 ) R1 , NHCHR 1 R 2 , OCH Rl R 2 , SCH Rl R 2 , CHR 2 OR 12 
CHR 2 SR 12 , C(S)R 2 or C(0)R 2 ; 



Y is CH or N; 



Z .s NH, O, S, N ( Cl -C 2 alkyl). or CR 13 R 14 , wherein R 13 and R 14 are each independently 
hydrogen, trifluoromethyl, or C r C 4 alkyl, or one of R 13 and R 14 may be cyano, ch.oro, bromo 
-odo, fluoro, hydroxy, 0( Cl -C 2 alkyl), amino. NH( Cl -C 2 alky.), or CR 13 R 14 may be C=Q or 
cyclopropyl; 

Ri is Cl -Ce alkyl which may be substituted by one or two substituents Re independently 
selected from the group consisting of hydroxy, fluoro. chloro, bromo, iodo, Cl -C 4 alkoxy O-CO- 
(CC. alky.), 0-CO- N H( Cl -C 4 a.kyi), 0-CO- N(Cl -C 4 alkyl)( Cl -C 2 alkyl), NH( Cl -C 4 alky.') N(C,- 
C 2 alkyDfCC, alkyl), S( Cl -C 4 alkyl), N^-QalkyOCOfA-C, alkyl). NHCO( Cl -C 4 alky.) 
COO( Cl -C 4 alkyl), CONH( Cl -C 4 alkyl). CON( Cl -C 4 alkylXC-C, alkyl), S( Cl -C 4 alkyl), CN NQ 2 ' 
SO( Cl -C 4 alkyl). S0 2 ( C1 -C 4 alkyl), and said C r C 6 alky, or Cl -C 4 alkyl may contain one double or 
triple bond; 

R 2 is Cl -C 12 alkyl, aryl or (C r C 4 alkylene)aryl wherein said aryl is phenyl, naphthyl 
th,enyi, benzothienyl. pyridyl, quinolyl, pyrazinyl, pyhmidyi. imidazo.y,, furanyl, benzofurany,' 
benzothiazo.yl, isothiazo.y.. benzisothiazo.y.. benzisoxazo.yl. benzimidazo.yl. indoly. or 
benzoxazolyl; 3- to 8-membered cyc.oa.kyl or ( Cl -C 6 a.ky.ene)cycloalkyl, wherein said cyc.oa.ky. 
may contain one or two of O. S or N-R 9 wherein R 9 is hydrogen, or Cl -C 4 a.ky.. wherein the 
above defined R 2 may be substituted independently by from one to three of ch.oro. fluoro or C,- 
C 4 alkyl. or one of bromo. iodo. Cl -C 6 alkoxy, O-CO-fCVCe a.ky.), 0-CO-N( Cl -C 4 a.kylXC-C, 



alkyi), S^-Ce alkyi), CN, N0 2 , SO( Cl -C 4 alkyi), or S0 2 (C r C 4 alkyi), and wherein said C r C 12 
alkyi or C r C 4 alkylene may contain one double or triple bond; or 

N Rl R 2 or CRiR 2 Rn may form a saturated 5- to 8-membered carbocyclic ring which 
may contain one or two double bonds or one or two of O or S; 

R 3 is methyl, ethyl, fluoro, chloro, bromo. iodo. cyano, methoxy, OCF 3 , methylthio, 

methylsulfonyl, CH 2 OH or CH 2 OCH 3 ; 

FU is hydrogen, C r C 4 alkyi, fluoro, chloro. bromo, iodo, C,-C 4 alkoxy, amino, n.tro, 
NH( C1 -C 4 alkyi), N( Cl -C 4 alkylXd-C. alkyi), SO^C.-C. alkyi), wherein n is 0, 1 or 2, cyano, 
hydroxy CO( Cl -C 4 alkyi), CHO, or COO( Cl -C 4 alkyi), wherein said Cl -C 4 alkyi may contain one 
or two double or triple bonds and may be substituted by one or two of hydroxy, amino, carboxy, 
NHCOCHs, NH( C1 -C 2 alkyi). N( Cl -C 2 alkyi), COO( Cl -C 4 alky.), CO( Cl -C 4 alkyi), Cl -C 3 alkoxy, 
C,-C 3 thioalkyi, fluoro, chloro, cyano or nitro; 

R 5 is phenyl, naphthyl, thienyl, benzothienyl, pyridyl. quinolyl. pyrazinyl. pyrimidyl, 
furanyl benzofuranyl, benzothiazolyl, or indolyl, wherein each one of the above groups R 5 is 
substituted independently by from one to three of fluoro, chloro, Cl -C 6 alkyi, or Cl -C 6 alkoxy, or 
one of hydroxy, iodo, bromo, formyl, cyano, nitro, trifluoromethyl, amino, NH(C,-C 4 alkyi), H(C,- 
CeXC-C, alkyi), COOH, COO( Cl -C 4 alkyi), CO( Cl -C 4 alkyi), S0 2 NH( Cl -C 4 alkyi), S0 2 N( Cl -C 4 
a.kylKC.-C. alkyi), S0 2 NH 2 , NHS0 2 (C r C 4 alkyi), S( Cl -C 6 alkyi), or S0 2 ( Cl -C 6 alky.), where.n 
said Cl -C 4 alkyi and Cl -C 6 alkyi may be substituted by one or two of fluoro, hydroxy, ammo, 
methylamino, dimethylamino or acetyl; 

Re is hydrogen, or C,-C 6 alkyi, wherein said C.-Ca alkyi may be substituted by one 

hydroxy, methoxy, ethoxy or fluoro; 

R 7 is hydrogen, C,-C 4 alkyi, fluoro, chloro, bromo, iodo, cyano, hydroxy, 0(d-C 4 alkyi), 
0(0X0,-0, alkyi), or 0(0)0(0,-04 alkyi), wherein the Cl -C 4 alkyi groups may be substituted 
with one hydroxy, chloro or bromo, or one to three fluoro; 

Rl1 is hydrogen, hydroxy, fluoro, or methoxy; 

R 12 is hydrogen or d-C 4 alkyi; and 

R 16 and R 17 are each independently hydrogen, hydroxy, methyl, ethyl, methoxy, or 
ethoxy, except that they are not both methoxy or ethoxy, and CR4R6 and CR 16 R,7 each 

independently may be CO. 

IV, It also possible to employ a CRF antagonist of the following formula, disclosed 

in WO 95/34563: 
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R 5 

and the pharmaceutically acceptable acid addition salts thereof, wherein 
A is N or -CRe; 

B is -NR 1 R 2 , -CR 1 R 2 R 11> -C(=CR 2 R 12 )R 1 , -NHCHR^, -OCHR^, -SCHR^, 
-CHR 2 OR 12f -CHR 2 SR 12 , -C(S)R 1 or -C(0)R, ; 

Ri is d-d alkyl which may optionally be substituted with one or two substituents 
independently selected from the group consisting of hydroxy, fluoro, chloro, bromo, iodo, d-d 
alkoxy, -0-CO-(d-d alkyl), -0-CO-NH(C 1 -C 4 alkyl), -0-CO-N(d-d alkyl)(d-d alkyl), -NH(d- 
d alkyl), -N(d-d alkyl)(d-d alkyl), -S(d-d alkyl), -N(d-dalkyl)CO(d-d alkyl), -NHCO(d- 
C 4 alkyl), -COO(d-d alkyl), -CONH(d-d alkyl), -CON(C r C 4 alkyl)(d-d alkyl), CN, N0 2( 
-SO(d-d alkyl), -S0 2 (C 1 -C 4 alkyl), and wherein any of the foregoing d-d alkyl and C r C 6 
alkyl groups may optionally contain one carbon-carbon double or triple bond; 

R 2 is d-d 2 alkyl, aryl, -(d-d alkylene)aryl wherein said aryl is phenyl, naphthyl, 
thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidyl, imidazolyl, furanyl, benzofuranyl, 
benzothiazolyl, isothiazolyl, benzisothiazolyl, thiazolyl, isoxazolyl, benzisoxazolyl, 
benzimidazolyl, triazolyl, pyrazolyl, pyrrolyl, indolyl, oxazolyl, or benzoxazolyl; or 3- to 8- 
membered cycloalkyl or -(d-C 6 alkylene)cycloalkyl, wherein one or two of the ring carbons of 
said cycloalkyl having at least 4 ring members and the cycloalkyl moiety of said -(d-C 6 
alkylene)cycloalkyl having at least 4 ring members may optionally be replaced by an oxygen or 
sulfur atom or by N-2 wherein Z is hydrogen; or d-d alkyl, and wherein each of said groups R 2 
may optionally be substituted with from one to three substituents independently selected from 
chloro, fluoro, and d-d alkyl, or by one substituent selected from bromo, iodo, d-d alkoxy, 
-0-CO-(d-C 6 alkyl), -S(d-C 6 alkyl), -COO(d-C 4 alkyl), CN, N0 2 , -SO(d-d alkyl), and 
-S0 2 (d-C 4 alkyl), and wherein said d-d 2 alkyl and the d-d alkylene moiety of said -(d-d 
alkylene)aryl may optionally contain one carbon-carbon double or triple bond; 

or -NR 1 R 2 may form a saturated 5- to 8-membered heterocyclic ring, or -CHR 1 R 2 may 
form a saturated 5- to 8-membered carbocyclic ring, wherein each of these rings may optionally 
contain one or two carbon-carbon double bonds and wherein one or two of the carbon atoms of 
each of these rings may optionally be replaced with a sulfur or oxygen atom; 

R 3 is d-d alkyl, fluoro, chloro, bromo, iodo, -CH 2 OH, -CH 2 OCH 3 , -0(d-d alkyl), 
-S(d-d alkyl), or -S0 2 (d-C 3 alkyl), wherein said d-d alkyl may optionally contain one 
carbon-carbon double or triple bond; 
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R4 is hydrogen, C^-C 6 alkyl, fluoro, chloro, bromo, iodo, d-d alkoxy, amino, -NHCH 3 , 
-N(CH 3 ) 2 , -CH 2 OH, -CH2OCH3, or -SO n (d-d alkyl), wherein n is 0, 1 or 2, cyano, hydroxy, 
-CO(d-d alkyl), -CHO, or -COO(C 1 -C 4 alkyl) wherein the C A -C 4 alkyl moieties in the foregoing 
R4 groups may optionally contain one carbon-carbon double or triple bond; 
5 R 5 is phenyl, naphthyl, thienyl, benzothienyl, pyridyl, pyrimidyl, benzofuranyl, pyrazinyl 

or benzothiazolyl, wherein each one of said groups R 5 may optionally be substituted with from 
one to three substituents independently selected from fluoro, chloro, d-d alkyl and d-d 
alkoxy, or by one substituent selected from iodo, hydroxy, bromo, formyl, cyano, nitro, amino, 
trifluoromethyl, -NH(C 1 -C 4 alkyl), -N(d-d)(d-d alkyl), -COO(d-d a'M). -CO(d-d alkyl), 
10 -COOH, -S0 2 NH(d-d alkyl), -S0 2 N(d-d alkyl)(d-C 2 alkyl), -S0 2 NH 2 , -NHS0 2 (d-d alkyl), 
-S(C r C 6 alkyl) and -S0 2 (d-C 6 wherein each of said d-d alkyl and d-C 6 alkyl moieties 

in the foregoing R 5 groups may optionally be substituted with one to three fluorine atoms; 

Re is hydrogen, d-d a'M. fluoro, chloro, bromo, iodo, -CH 2 OH, -CH 2 OCH 3 , or d-d 

alkoxy; 

15 R 7 is hydrogen, d-d alkyl, fluoro, chloro, bromo, iodo, -0(d-d alkyl), cyano, 

-CH 2 OH, -CH 2 0(d-C 2 alkyl), -CO(d-C 2 alkyl), or -COO(d-C 2 alkyl); 
R u is hydrogen, hydroxy, fluoro, or methoxy; and 
R 12 is hydrogen or d-d alkyl; 

with the proviso that when A is N, then: (a) B is not unsubstituted alkyl; (b) R 5 is not 
20 unsubstituted phenyl or monosubstituted phenyl; and (c) R 3 is not unsubstituted alkyl; 
or a pharmaceutically acceptable salt of such compound. 

V. In another embodiment, the CRF antagonist is of the following formula, disclosed in 
EP 778277: 
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or 




or a pharmaceutically acceptable salt thereof, wherein 

the dashed lines represent optional double bonds; 
A is nitrogen or CR 7 ; 

5 B is -NR 1 R 2 , -CRW 0 , -C(=CR 2 R 11 )R 1 , -NHCR 1 R 2 R 10 , -OCR 1 R 2 R 10 , -SCR 1 R 2 R 10 , - 

CR 2 R 10 NHR 1 , -CR 2 R 10 OR 1 , -CR 2 R 10 SR 1 or -COR 2 ; 

D is nitrogen and is single bonded to all atoms to which it is attached, or D is carbon 
and is either double bonded to E in formulas I and II or double bonded to the adjacent carbon 
atom common to both fused rings in formula III, or D is CH and is single bonded to E in formulas 
10 I and II; 

E is nitrogen, CH or carbon; 

F is oxygen, sulfur, CHR 4 or NR 4 when it is single bonded to E and F is nitrogen or CR 4 
when it is double bonded to E; 

G, when single bonded to E, is hydrogen, d-C 4 alkyl, -S(d-C 4 alkyl), -0(d-C 4 alkyl), 
15 NH 2 , -NH(Ci-C 4 alkyl) or -N(d-C 2 alkyl)(C r C 4 alkyl), wherein each of the d-C 4 alkyl groups of 
G may optionally be substituted with one hydroxy, -0(d-C 2 alkyl) or fluoro group; G, when 
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double bonded to E, is oxygen, sulfur or NH; and G, when E is nitrogen and double bonded to D 
or F, is absent; 

R 1 is hydrogen, d-C 6 alkyl optionally substituted with one or two substituents R 8 
independently selected from hydroxy, fluoro, chloro, bromo, iodo, d-C 4 alkoxy, CF 3 , -C(=O)0- 
(d-C 4 )alkyl, -OC(=OXCi-C4 alkyl), -OC(=0)N(d-C 4 alkyl)(d-d alkyl), -NHCO(d-C 4 alkyl), - 
COOH, -COO(d-d alkyl), -CONH(C 1 -C 4 alkyl), -CON(d-d alkyl)(d-C 2 alkyl), -S(d-d alkyl), 
-CN, -N0 2 , -SO(C 1 -d alkyl), -S0 2 (d-C 4 alkyl), -S0 2 NH(d-C 4 alkyl) and -S0 2 N(d-d alkyl)(d- 
C 2 alkyl), wherein each of the d-d alk y> groups in the foregoing R 1 groups may optionally 
contain one or two double or triple bonds; 

R 2 is d-d 2 alkyl which may optionally contain from one to three double or triple bonds, 
aryl or (d-d alkylene)aryl, wherein said aryl and the aryl moiety of said (d-d alkylene)aryl is 
selected from phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidinyl, 
imidazolyl, furanyl, benzofuranyl, benzothiazolyl, isothiazoiyl, pyrazolyl, pyrrolyl, indolyl, 
pyrrolopyridyl, oxazolyl and benzoxazolyl; C 3 -C 8 cycloalkyl or (d-C 6 alkylene)(C 3 -C 8 cycloalkyl), 
wherein one or two of the carbon atoms of said cycloalkyl and the 5 to 8 membered cycloalkyl 
moieties of said (d-d alkylene)(C 3 -C 8 cycloalkyl) may optionally and independently be 
replaced by an oxygen or sulfur atom or by NZ 2 wherein Z 2 is selected from hydrogen, d-d 
alkyl, benzyl and d-d alkanoyl, and wherein each of the foregoing R 2 groups may optionally 
be substituted with from one to three substituents independently selected from chloro, fluoro, 
hydroxy and d-d alkyl, or with one substituent selected from bromo, iodo, d-d alkoxy, - 
OC(=0)(d-d alkyl), -OC(=0)N(d-C 4 alkyl)(d-C 2 alkyl), -S(d-C 6 alkyl), amino, -NH(d-C 2 
alkyl), -N(d-C 2 alkyl)(d-d alkyl), -N(d-C 4 alkyl)-CO-(d-C 4 alkyl), -NHCO(d-C 4 alkyl), 
-COOH, -COO(d-d alkyl), -CONH(d-C 4 alkyl), -CON(d-C 4 alkyl)(d-C 2 alkyl), -SH, -CN, - 
N0 2 , -SO(d-C 4 alkyl), -S0 2 (d-C 4 alkyl), -S0 2 NH(d-C 4 alkyl) and -S0 2 N(d-C 4 alkyl)(d-C 2 
alkyl); 

-NR R or CR 1 R 2 R 10 may form a saturated 3 to 8 membered carbocyclic ring which may 
optionally contain from one to three double bonds and wherein one or two of the ring carbon 
atoms of such 5 to 8 membered rings may optionally and independently be replaced by an 
oxygen or sulfur atom or by NZ 3 wherein Z 3 is hydrogen, C 1 -C 4 alkyl, benzyl or d-C 4 alkanoyl; 

R 3 is hydrogen, d-C 4 alkyl, -0(d-C 4 alkyl), chloro, fluoro, bromo, iodo, -CN, -S(d-C 4 
alkyl) or -S0 2 (d-C 4 alkyl) wherein each of the (d-C 4 alkyl) moieties in the foregoing R 3 groups 
may optionally be substituted with one substituent R 9 selected from hydroxy, fluoro and (d-C 2 
alkoxy); 

each R 4 is, independently, hydrogen, (d-C 6 alkyl), fluoro, chloro, bromo, iodo, hydroxy, 
cyano, amino, nitro, -0(d-C 4 alkyl), -N(d-C 4 alkyl)(d-C 2 alkyl), -S(d-C 4 alkyl), -SO(d-C 4 
alkyl), -S0 2 (d-C 4 )alkyl, -CO(C r C 4 alkyl), -C(=0)H or -C(=0)0(d-C 4 alkyl), wherein each of the 
(d-C 6 alkyl) and (d-C 4 alkyl) moieties in the foregoing R 4 groups may optionally contain one or 
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C(4c,-C 4 f« ^ Ch,W0 ' C " C ' <*<**«. a,M, . 

an. 0,1' Xt^^t^T ^ ^ * ere ' n ^ " C '"' 
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R is hydrogen, hydroxy, methoxy or fluoro; 
R 11 is hydrogen or C,-C 4 alkyl; and 

not halo, cyano or nitro; attaChed *° n,tro 9 en - if is 
or a pharmaceutical^ acceptable salt of such compound. 
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VI. The CRF antagonist can also be of the following formula, disclosed in WO 



wherein the dashed lines represent optional double bonds; 
A is nitrogen or CR 7 ; 

B is -NR 1 R 2 , -CR 1 R 2 R 10 , -C(=CR 2 R 11 )R 1 , -NHCR 1 R 2 R 10 , -OCR 1 R 2 R 10 , -SCR 1 R 2 R 10 , 
-CR 2 R 10 NHR 1 , -CR 2 R 10 OR 1 , -CR 2 R 10 SR 1 or -COR 2 , and is single bonded to D; or B is -CR 1 R 2 , 
and is double bonded to D and D is carbon; 

D is nitrogen or CR 4 and is single bonded to all atoms to which it is attached, or D is 
carbon and is double bonded to E or double bonded to B; 

E is oxygen, nitrogen, sulfur, C=0, C=S, CR 6 R 12 , NR 6 or CR 6 ; or E is a two atom 
spacer, wherein one of the atoms is oxygen, nitrogen, sulfur, C=0, C=S, CR 6 R 12 , NR 6 or CR 6 , 
and the other is CR 6 R 12 or CR 9 ; 

K and G are each, independently, C=0, C=S, sulfur, oxygen, CHR 8 or NR 8 when single 
bonded to both adjacent ring atoms, or nitrogen or CR 8 when it is double bonded to an adjacent 
ring atom; 

the 6- or 7-membered ring that contains D, E, K and G may contain from one to three 
double bonds, from zero to two heteroatoms selected from oxygen, nitrogen and sulfur, and 
from zero to two C=0 or C=S groups, wherein the carbon atoms of such groups are part of the 
ring and the oxygen and sulfur atoms are substituents on the ring; 

R 1 is C^Ce alkyl optionally substituted with from one or two substituents independently 
selected from hydroxy, fluoro, chloro, bromo, iodo, C r C 4 alkoxy, CF 3 , -C(=0)(C 1 -C 4 alkyl), 
-CCOKMd-C^alkyl, -OC(=0)(C 1 -C 4 alkyl), -OC(=0)N(d-C 4 alkylXd-^ alkyl), -NHCO^-C, 
alkyl), -COOH, -COO(C r C 4 alkyl), -CONHKd-d alkyl), -CON(d-C 4 alkyl)(d-C 2 alkyl), 
-S(d-C 4 alkyl), -CN, -N0 2 , -SO(d-C 4 alkyl), -S0 2 (C r C 4 alkyl), -S0 2 NH(Ci-C 4 alkyl) and 
-S0 2 N(C 1 -C 4 alkyl)(C 1 -C 2 alkyl), wherein each of the C r C 4 alkyl groups in the foregoing R 1 
groups may optionally contain one or two double or triple bonds; 

R 2 is d-C 12 alkyl which may optionally contain from one to three double or triple bonds, 
aryl or (d-C 4 alkylene)aryl, wherein said aryl and the aryl moiety of said (d-C 4 alkylene)aryl is 
selected from phenyl, naphthyl, thienyl, benzothienyl, pyridyl, quinolyl, pyrazinyl, pyrimidinyl, 
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.m,dazolyl, furanyl, benzofuranyl, benzothiazoly., isothiazoly,, pyrazolyl, pyrrolyi. indolyi 
pyrro.opyridyl, oxazolyl and benzoxazolyl; C 3 -C 8 cycloalkyl or ( Cl -C 6 alkylene)(C 3 -C 8 cycloalkyl)' 
wherein one or two of the carbon atoms of said cycloalkyl and the 5 to 8 membered cycloalkyl' 
mo.eties of said ( Cl -C 6 alkylene)(C 3 -C 8 cydoa.kyl may optionally and independent* be replaced 
by an oxygen or sulfur and wherein each of the foregoing groups may optionally be 
subsftuted with from one to three substituents independent* selected from ch.oro fluoro 
hydroxy and C,-C 4 alkyl, or with one substituent selected from Cl -C 6 alkoxy, -OC(=0)( Cl -c' 
alkyl), -O0(=O)N(C,-C 4 al ky.)(C,-C 2 alkyl), -S( Cl -C 6 alkyl), amino, -NH( Cl -C 2 alky.) - N(Cl -C 2 
a.ky.XC.-C. alkyl). -N( Cl -C 4 a.kyl)-CO-(C,-C 4 alkyl). -NHCO( Cl -C 4 alkyl), -COOH -000(0,-0. 
alkyl). -CONH( Cl -C 4 alkyl), -CON( Cl -C 4 a,ky.)( Cl -C 2 a.kyl), -SH, -CN. -NO, -80(0,-0. alkyl) 
-S0 2 ( Cl -C 4 alkyl). -SO 2 NH(C,-0 4 alkyl) and -S0 2 N( Cl -C 4 alkyl)( Cl -C 2 alkyl); ' 

-NR 1 R 2 or CR 1 R 2 R 1 ° may form a ring selected from saturated 3 to 8 membered rings 
the 5 to 8 membered rings of which may optionally contain one or two double bonds and 
wherein one or two of the ring carbon atoms of such 5 to 8 membered rings may optionally and 
independently be replaced by an oxygen or sulfur atom or by NZ 3 wherein Z 3 is hydrogen or 
Ci-C 4 alkyl; 

R 3 is hydrogen. C,-C 4 alkyl. -0(0,-0. alkyl). chloro. fluoro. bromo, iodo, -8(0,-0. alkyl) 
or -SO 2 (C,-0 4 alkyl); 4 y ' 

R 4 is hydrogen, C,-C 2 alkyl, hydroxy or fluoro; 

each R 6 , R 8 and R 9 that is attached to a carbon atom is selected, independently, from 
hydrogen, Cl -C 2 a.ky.. fluoro, chloro. bromo. iodo. hydroxy, hydroxymethyl, formyl 
tnfluoromethy.. cyano, amino, nitro. -0(0,-0, alkyl). -N( Cl -C 2 a<ky1)(C,-C 2 alkyl). -8(0,-0. alkyl)' 
-00(0-0. alkyl). -0(=O)H or -C(=O)O(C,-0 2 alkyl). wherein each of the Cl -C 2 alky, moieties in 
the foregoing R , R°, and R * groups may optjona||y ^ ^ ^ ^ ^ ^ ^ ^ 

R , R , and R that is attached to a nitrogen atom is selected, independently, from hydrogen and 
CVC4 alkyl; 

R 5 is substituted phenyl, naphthyl, pyridyl or pyrimidyl, wherein each of the foregoing R 5 
groups is substituted with from two to four substituents R 15 , wherein from one to three of said 
subsftuents may be selected, independently, from ch.oro. C,-C 6 alkyl. -O(C,-0 6 a.kyl) and -(0,- 
C 6 alkylene)O(C,-0 6 a.kyl). and wherein one of said substituents may be se.ected. independent.* 
from bromo. ,odo. formyl. cyano. trifluoromethyl. nitro. amino. -NH(C,-C 4 alkyl) -N(C 1 -c' 
a.ky.)(C,-C 6 alkyl), -C(=O)O(C,-0 4 alky.). -C(=O)(C,-0 4 alky,). -COOH, -8O 2 NH(C,-0 4 alky.) 
-S0 2 N(C,-C 2 alkylXO-C. a.ky.). -S0 2 NH 2 . - N HSO 2 (0,-C 4 a.ky,), -S(C,-C 6 a.ky.) and -80.(0,-0; 
alkyl). and wherein each of the C,-C 4 a.ky. and C,-C 6 alkyl moieties in the foregoing R 5 groups 
may optionally be substituted with one or two substituents independently selected from fluoro 
hydroxy, amino, methylamino, dimethylamino and acetyl; 
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R 7 is hydrogen, methyl, halo (e^, chloro, fluoro, iodo or bromo), hydroxy, methoxy, 
-C(=0)(C r C 2 alkyl), -C(=0)0(C 1 -C 2 alkyl), trifluoromethoxy, hydroxymethyl, trifluoromethyl or 
formyl; 

R 10 is hydrogen, hydroxy, methoxy or fluoro; 
R 11 is hydrogen or C1-C4 alkyl; 
R 12 is, hydrogen or methyl; and 

Z is NH, oxygen, sulfur, -N(C,-C 4 alkyl), or CR 13 R 14 wherein R 13 and R 14 are 
independently selected from hydrogen, and methyl with the exception that one of R 13 and R 14 

may optionally be cyano; 

with the proviso that: (a) in the six or seven membered rings of structures in formula I, 
there can not be two double bonds adjacent to each other; and (b) when D is carbon and is 
double bonded to B, then B is CR 1 R 2 ; 

or a pharmaceutical^ acceptable salt of such compound. 

VII. The CRF antagonist can also be of the following formula, disclosed in WO 
98/08847: 

B 




or a pharmaceutical^ acceptable salt thereof, wherein 

the dashed lines represent optional double bonds; 
A is nitrogen or CR 7 ; 

B is -NR 1 R 2 , -CR 1 R 2 R 10 -C(=CR 2 R 1, )R 1 , -NHCR 1 R 2 R 10 , -OCR 1 R 2 R 10 , -SCR 1 R 2 R 10 , 
-CR 2 R 10 NHR 1 , -CR 2 R 10 OR 1 , -CR 2 R 10 SR 1 or -COR 2 ; 

j and K are each independently nitrogen or carbon and both J and K are not nitrogens; 

D and E are each selected, independently, from nitrogen, CR 4 , C=0, C=S, sulfur, 
oxygen, CR 4 R 6 and NR 8 ; 

G is nitrogen or carbon; 

the ring containing D, E, G, K, and J in formula I may be a saturated or unsaturated 
5-membered ring and may optionally contain one or two double bonds and may optionally 
contain from one to three heteroatoms in the ring and may optionally have one or two C=0 or 
C=S groups; 

R 1 is Ci-Cs alkyl optionally substituted with one or two substituents independently 
selected from hydroxy, fluoro, chloro, bromo, iodo, -0-(C r C 4 alkyl), CF 3 , -C(=0)0-(C 1 -C 4 alkyl), 
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-OC(=0)(C,-C 4 alkyi), -OC(=0)N(C,-C 4 alkyl)( Cl -C 2 alkyi), -NHCO(C,-C 4 alkyl), -COOH 
-COO(C r C 4 alkyl), -CONH( Cl -C 4 alkyl), -CON( Cl -C 4 alkyl)( Cl -C 2 alkyl), -S(C,-C 4 alkyl), -CN,' 
-N0 2 , -80(0,-0. alkyl), -80,(0,-0, alkyl), -S0 2 NH(C,-C 4 alkyl) and -S0 2 N(C r C 4 alkyl)(C 1 -C 2 
alkyl), wherein each of the Cl -C 4 alkyl groups in the foregoing R 1 groups may optionally contain 
one or two double or triple bonds; 

R 2 is 0,-0,2 alkyl which may optionally contain from one to three double or triple bonds, 
aryl or (C,-C 4 alkylene)aryl, wherein said aryl and the aryl moiety of said (C,-C 4 alkylene)aryl is 
selected from phenyl, naphthyl, thienyl. benzothienyl. pyridyl, quinolyl, pyrazinyl, pyrimidinyl 
■midazolyl, furanyl, benzofuranyl, benzothiazolyl, isothiazolyl, pyrazolyl, pyrrolyl, indolyl 
pyrrolopyridyl, oxazolyl and benzoxazolyl; C 3 -C 8 cycloalkyl or (C,-C 6 alkylene)(C 3 -Cs cycloalkyl), 
wherein one or two of the carbon atoms of said cycloalkyl and the 5 to 8 membered cycloalkyl 
moieties of said (C,-C 6 alkylene)(C 3 -C 8 cycloalkyl) may optionally and independently be 
replaced by an oxygen or sulfur atom or by NZ 2 wherein Z 2 is selected from hydrogen, Cl -C 4 
alkyl, benzyl and Cl -C 4 alkanoyl, and wherein each of the foregoing R 2 groups may optionally 
be substituted with from one to three substituents independently selected from chloro, fluoro, 
hydroxy and C,-C 4 alkyl, or with one substituent selected from bromo, iodo, C,-C 6 alkoxy 
-OC(=0)(C,-C 6 alkyl), -OC(=0)N(C,-C 4 alkyl)(C,-C 2 alkyl), -8(0,-03 alkyl), amino, -NH(C,-C 2 
alkyl), -N(C 1 -C 2 alkyl)(C 1 -C 4 alkyl), -N(C,-C 4 alkyO-CO-fC-C, alkyl), -NHCO(C 1 -C 4 alkyl) 
-COOH, -000(0,-0, alkyl), -CONH(C,-C 4 alkyl), -CON(C,-C 4 alkyl)(C,-C 2 alkyl), -SH, -CN, 
-N0 2 , -SO(C,-C 4 alkyl), -SO 2 (C,-0 4 alkyl), -SO 2 NH(C,-0 4 alkyl) and -SO 2 N(C,-0 4 alkyl)(C,-C 2 



alkyl); 



-NR R 2 or CR 1 R 2 R 10 may form a saturated 3 to 8 membered carbocyclic ring which may 
optionally contain from one to three double bonds and wherein one or two of the ring carbon 
atoms of such 5 to 8 membered rings may optionally and independently be replaced by an 
oxygen or^sulfur atom or by NZ 3 wherein Z 3 is hydrogen, C,-C 4 alkyl. benzyl or C,-C 4 alkanoyl; 

R 3 is hydrogen, C,-C 4 alkyl, -O(0,-C 4 alkyl), chloro, fluoro, bromo, iodo, (C,-C 2 
alkylene)-0-(C,-C 2 alkyl), (C,-C 2 alkylene)-OH, or -S(C,-C 4 alkyl); 

each R 4 is, independently, hydrogen, (C,-C 6 alkyl), fluoro, chloro, bromo, iodo, hydroxy 
cyano. amino, (0,-C, alkylene)-OH, CF 3 . CH 2 SCH 3 , nitro, -0(C,-C 4 alkyl), -N(C,-C 4 alkyl)(C,-C 2 
alkyl), -S(C,-C 4 alkyl), -CO(C,-C 4 alkyl), -C(=0)H or -C(=0)0(C,-C 4 alkyl); 
R 6 is hydrogen, methyl or ethyl; 
R 8 is hydrogen or C,-C 4 alkyl; 

R 5 is phenyl, pyridyl, pyrazinyl, pyrimidyl, pyridazinyl and wherein each of the foregoing 
R groups is substituted with from one to four substituents R 13 wherein one to three of said 
substituents may be selected, independently, from fluoro, chloro, C,-C 6 alkyl and -0(C,-C 6 alkyl) 
and one of said substituents may be selected from bromo, iodo, formyl OH (C,-C 4 
alkylene)-OH, (C 1 -C 4 alkylene)-0-(C,-C 2 alkyl), -CN, -CF 3 , -N0 2 , -NH 2 , -NH(C,-C 4 alkyl) 
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C C r ;« * (C " C ' "* <C '- C< -""•WW. alky,,, -S,C,-C alky,). 
SONH,rr <C, "° 4 SlkVl) ' ■ C( =°»°< C '- C < -A -C(=0)(C,-C. alky,), .COOH 
-S0 2 NH(C,-C 4 alky,), -SO a N<C,-C 2 a,ky,XC-C 4 Ay.), -SOW* .NHS0 2 (C,^ alky!) -S(C,C« 
alky,) and S0 2 <C,. C . aiky,,. and wherein eaoh „, the C,C 4 alky, and CVC, alky, moieties in „e 
foregoing R groups may optionally have one or two double bonds; 

R' is hydrogen. C,-C 4 alkyl. halo (e g., chloro, (luoro. iodo or bromo), hydroxy -OIC -C 
=IM». -C^KC-C. alkyt, a,M), -oc F „ -C F „ -c H! OH - -CH^ 2 Z> 

R is hydrogen, hydroxy, methoxy or fluoro; 
R 11 is hydrogen or C,-C 4 alkyl; and 

with the proviso that: a) when both J and K are carbons and D is CR 4 and E is nitrogen 
then G can not be nitrogen; (b) when both J and K are carbons and D and G are nitrogens, then 
E can not be.CR or CO or C=S; (c) when both J and K are carbons and D and E are carbons 
then G can not be nitrogen; (d) when G is carbon, it must be double banded to E; and (e) in the 
nng containing J, K, D, E and G, there can not be two doub.e bonds adjacent to each other 

and the pharmaceutical^ acceptable salts of such compounds 

98/08841'"' 0th6r USefU ' an,a9 ° niStS ° f f0 " OWin9 formUla ' diSC ' 0Sed in WO 




R 

wherem the dashed lines represent optional double bonds; 
20 A is nitrogen or CR 7 ; 

B is -NR 1 R 2 , - C rW, -C(=CR 2 R")R\ -NHCR 1 R 2 R 10 -OCRW -SCRVr" 
-CR R NHR 1 , -CR 2 R"OR\ -CR 2 r" S R 1 or -COR 2 ; ' ' 

G is nitrogen or CR 4 and is single bonded to all atoms to which it is attached or G is 
carbon and is double bonded to K; 

25 c-s cr4<*3 " dOUb ' 8 b ° nded '° ° ° r 6 or K is m «*"■ o°. 

C-S, CR R or NR when single bonded to both adjaeant ring atoms, or K is a two atom 

TT'c^r IT *" "°™ °« "» iS -»»-. suitur, C=0. 

C-S.CRR ,NR or CR 6 , and the other is CR 6 R 12 or CR 9 ; 

30 • , k ° ^ E 6aCh ' independently ' C= °- C=S - oxygen, CR 4 R* or NR 8 when 

single bonded to both adjacent ring atoms, or nitrogen or CR 4 when it is doub.e bonded to an 
adjacent ring atom; 
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the 6- or 7-membered ring that contains D. E, K and G may contain from one to three 
double bonds, from zero to two heteroatoms selected from oxygen, nitrogen and sulfur and 
from zero to two C=Q or OS groups, wherein the carbon atoms of such groups are part of 
the ring and the oxygen and sulfur atoms are substituents on the ring; 
5 R 1 is d-C 6 alkyl optionally substituted with from one or two substituents 

-ndependently selected from hydroxy, fluoro. chloro, bromo, iodo, Cl -C 4 a.koxy CF 3 

l^ (C ; C4a ' kyl) ' - C{ - 0) -°-^- C ^ -0C(=0)( C1 -C 4 alky,), -OC(=0)N(d-C 4 
^ a,kyl) ' " NHC0 ^^ a-M), -COOH. -COO( Cl -C 4 a.kyl), -CO N H( Cl -C 4 a,ky1) 
-CON( Cl -C 4 a.ky,)(d-C 2 alky,), -S( Cl -C 4 a.kyl). -CN, -MO, -SO( Cl -C 4 alky, S0 2 (C C 
10 alky,). -S0 2N H (C1 -C 4 a.ky.) and -S0 2 N ( d-C 4 a,k y ,) (Cl -C 2 a.kyl), wLin J2JZZ£ 
alkyl groups in the foregoing R 1 groups may optiona.ly contain one or two double or triple 
bonds; K 

R 2 is Cl -C 12 alkyl which may optionally contain from one to three double or triple 
bonds, aryl or ( Cl -C 4 alky. e ne)aryl, wherein said ary. and the aryl moiety of said ( Cl -C 4 

15 a.ky,ene)aryl is selected from phenyl, naphthy,, thienyl, benzothieny., pyhdy,. quin o.y. 
pyra 2l nyl. pyrimidiny.. imidazolyl. furanyl. benzofurany.. benzothiazolyl, isothiazo.yl. pyrazoly,' 
pyrroly.. indolyl. pyrro.opyridyl. oxazolyl and benzoxazolyl; C 3 -C 8 cycloalky. or (C, Q 
a.ky.ene)(C 3 -C 8 cycloalky.). wherein one or two of the carbon atoms of said cycloalky. and the 
5 to 8 membered cydoa.ky. moieties of said ( Cl -C 6 a.kylene)(C 3 -C 8 cyc.oa.kyl may optiona.ly 

20 and -ndependently be rep.aced by an oxygen or su.fur atom or by NZ wherein 2 is hydrogen 
d-d alky, or benzy.. and wherein each of the foregoing R 2 groups may optiona.ly be 
subsfltuted with from one to three substituents independently selected from chloro fluoro 
hydroxy and Cl -C 4 alkyl, or with one substituent selected from Cl -C 6 a.koxy, -OC(=0)(C 1 -C 6 

25 7!; ( ' 0 T° MC '~ C4 alky ' )(Cl - C2 3,kyl) ' - S(C '- C6 alkyl) ' amin °- - N "^ C > -** -N(d-C 2 
25 a,M)( Cl -C 4 a.ky., - N(Cl -C 4 alkylMXMd-d a.ky.). -NHCO( Cl -C 4 a.ky.). -COOH 

-COO( Cl -C 4 alkyl). .CONH(d-C 4 a.ky.). -CON( Cl -C 4 a, k y, )(Cl -C 2 a.ky.), -SH, -CN, -N0 2 ' 
-SO( Cl -C 4 ajky,). -S0 2 (d-C 4 a.ky.), -S0 2 NH( Cl -C 4 a.ky,) and -S0 2 N(d-C 4 a.ky.)( Cl -C 2 a.ky,);' 

or CR R R may form a ring selected from saturated 3 to 8 membered rings 
the 5 to 8 membered rings of which may optionally contain one or two doub.e bonds and 
wherein one or two of the ring carbon atoms of such 5 to 8 membered rings may optional.y 
and independently be rep.aced by an oxygen or sulfur atom or by NZ 2 wherein Z 2 is hydrogen 
benzyl or d-C 4 alkyl; a ' 

R 3 is hydrogen, Cl -C 4 alkyl. -0(d-C 4 a.kyl). chloro, fluoro. bromo, iodo, -S( Cl -C 4 
alkyl) or -S0 2 (d-C 4 alkyl); 114 

each R 8 , R 9 and R 12 is selected, independently, from hydrogen and d-C 2 alkyl- 
each R 4 and R 6 that is attached to a carbon atom is selected, independently, from 
hydrogen and Cl -C 6 alkyl. fluoro. chloro, bromo, iodo, hydroxy, hydroxy ( Cl -C 2 alky,) 
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trifiuoromethy., cyano, amino, nitre, -0(0,-0. a.kyl), a.kyPKC-C, alky. , ^SCH* 

-8(0,0, alky.), -00(0,-0. a.kyl). -C(=0)H or ^OWCA a.kyl), wherein each of the 0,0, 
a,ky, moieties in the foregoing R 4 and R 6 groups may optiona.iy contain one double or tnp.e 
bond- and R 6 , when attached to a nitrogen atom, is selected from hydrogen and C r C 4 a.kyl; 
5 r 5 is substituted phenyl, naphthyl, pyridy. or pyrimidy., wherein each of the forego.ng 

R* groups is substituted with from two to four substituents R 13 . wherein up to three of sa.d 
substituents may be selected, independently, from ch.oro, <** alky., -0( Cl -C 6 a.kyl and - 
(Cl -C 6 a.ky.ene)0(C 1 -C 6 a.ky. ) , and wherein one of said substituents may be se.ee e 
independent*, from bromo, iodo, formy., cyano, trifluoromethyl, nitre, amine, -NH 0,-C, » a.kyO, 
10 -N (C1 -C 2 a.ky.KC-Cs a.kyl), -C^O^-C. alky.), W-C alky.), -COOH, 
' -S0 2N H( Cl -0 4 a.kyl), -SO 2 N (Cl -0 2 a.ky.XCO. a.ky.), -S0 2 NH 2 , 4*80*** a ky* -£r 
C l a l ky.ene)-S-(C 1 -C 2 a.ky.), -(Co-C 1 a.ky.ene)-SO-(C 1 -C 2 a.kyl), -(Co-O 1 a.kylene)-S0 2 -(C ; - 
C 2 alky.) and -(C 1 -C 4 a.k y .ene)-OH, and wherein each of the Cl -C 4 a.kyl and 0,-0* a.kyl 
Pieties in the foregoing R 5 groups may optional be substituted with one or two subsftuents 
15 independently selected from fluere. hydroxy, amine, methy.amine, dimethy.amine and acetyl; 

r 7 is hydrogen, methyl, ha.e (e.g., chlero, fluero, iodo or bromo), hydroxy, methexy, 
.C ( =o)(C r C 2 alkyl). -C(=O)O(C 1 -0 2 alkyl), hydroxymethyl, trifluoremethyl orformyl; 
r 10 is hydrogen, hydroxy, methoxy orfluoro; and 
r 11 is hydrogen or C r C 4 alkyl; 
20 with the proviso that in the ring containing D, E, K and G of formula ., there can not be 

two double bonds adjacent to each other; 

and the pharmaceutical* acceptable salt of such compound. 

I* The CRF antagonist may also be of the following formu.a, disclosed ,n WO 
95/10506: 




25 
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or a pharmaceutical*, acceptable salt or prodrug thereof, wherein Y is CR 3a , N. or OR 29 ; 
when Y is CR 3a or N: 

r 1 is independently selected at each occurrence from the group cons.st.ng of Cl -C 4 
alky., 0 2 -0 4 a.keny., 0 2 -0 4 alkynyl, halogen, 0,-0 2 haloalkyl, NR 6 R 7 , OR^and S(0) n R ; R . 
C1 -C 4 alky., aryl, C 3 -C 6 cycloa.kyl. Cl -C 2 ha.oalkyl. ha.ogen, n.tro, NR R , OR , S(0) n R 
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C(=0)R 9 , C(=0)NR 6 R 7 , C(=S)NR 6 R 7 , -(CHR 16 ) k NR 6 R 7 , (CH 2 ) k OR 8 , 

C(=O)NR 10 CH(R 11 )CO 2 R 12 , -C(OH)(R 25 )(R 25a ), -(CH 2 ) p S(0) n -alkyl, -(CHR 16 )R 25 , 
-C(CN)(R 25 )(R 16 ) provided that R 25 is not -NH- containing rings, -C(=0)R 25 , -CH(C0 2 R 16 ) 2 , 
NR 10 C(=O)CH(R 11 )NR 10 R 12 , NR 10 CH(R 11 )CO 2 R 12 ; substituted d-d alkyl, substituted C 2 -C 4 
5 alkenyl, substituted C 2 -C 4 alkynyl, substituted d-d alkoxy, aryl-(substituted d-d) alkyl, 
aryl-(substituted d-d) alkoxy, substituted C 3 -C 6 cycloalkyl, amino-(substituted C 1 -C 4 )alkyl, 
substituted d-d alkylamino, where substitution by R 27 can occur on any carbon containing 
substituent; 2-pyridinyl, imidazolyl, 3-pyridinyl, 4-pyridinyl, 2-methyl-3-pyridinyl, 
4-methyl-3-pyridinyl, furanyl, 5-methyl-2-furanyl, 2,5-dimethyl-3-furanyl, 2-thienyl, 3-thienyl, 

10 5-methyl-2-thienyl, 2-pheno-thiazinyl, 4-pyrazinyl, azetidinyl, phenyl, 1/-/-indazolyl, 
2-pyrrolidonyl, 2/-/,6H-1,5,2-dithiazinyl, 2/-/-pyrrolyl, 3/-/-indolyl, 4-piperidonyl, 4aH-carbazolyl, 
4/-/-quinolizinyl, 6/-/-1,2,5-thiadiazinyl, acridinyl, azocinyl, azepinyl, benzofuranyl, 
benzothiophenyl, carbazolyl, chromanyl, chromenyl, cinnolinyl, decahydroquinolinyl, 
furazanyl, imidazolidinyl, indolinyl, indolizinyl, indolyl, isobenzofuranyl, isochromanyl, 

15 isoindolinyl, isoindolyl, isoquinolinyl, benzimidazolyl, isothiazolyl, isoxazolyl, morpholinyl, 
naphthyridinyl, octahydroisoquinolinyl, oxazolidinyl, oxazolyl, phenanthridinyl, phenanthrolinyl, 
phenazinyl, phenoxathiinyl, phenoxazinyl, phthalazinyl, piperazinyl, piperidinyl, pteridinyl, 
purinyl, pyranyl, pyrazolidinyl, pyrazolinyl, pyrazolyl, pyridazinyl, pyrimidinyl, pyrrolidinyl, 
pyrrolinyl, pyrrolyl, quinazolinyl, quinolinyl, quinoxalinyl, quinuclidinyl, p-carbolinyl, 

20 tetrahydrofuranyl, tetrahydroisoquinolinyl, tetrahydroquinolinyl, tetrazolyl, thianthrenyl, 
thiazolyl, thiophenyl, triazinyl, xanthenyl; or 1 -tetrahydroquinolinyl or 2-tetrahydroisoquinolinyl 
either of which can be substituted with 0-3 groups chosen from keto and d-d alkyl; J, K, and 
L are independently selected at each occurrence from the group of N, CH, and CX'; 
M is CR 5 or N; 

25 V is CR 1a or N; 

Z isCR 2 or N; 

R 1a , R 2 , and R 3a are independently selected at each occurrence from the group 
consisting of hydrogen, halo, halomethyl, d-d alkyl, and cyano; 

R 4 is (CH 2 ) m OR 16 , d-d alkyl, allyl, propargyl, (CH 2 ) m R 13 , or -(CH 2 ) m OC(0)R 16 ; 

30 X is halogen, aryl, heteroaryl, S(0) 2 R 8 , SR 8 , halomethyl, -(CH 2 ) p OR 8 , cyano, 

-(CHR 16 ) P NR 14 R 15 , -C(=0)R 8 , C r C 6 alkyl, C 4 -C 10 cycloalkylalkyl, Ci-C 10 alkenyl f C 2 -C 10 alkynyl, 
C 2 -C 10 alkoxy, aryl-(C 2 -C 10 )-alkyl, C 3 -C 6 cycloalkyl, aryl-(d-do)-alkoxy, nitro, 
thio-(d-do)-alkyl, -C(=NOR 16 )-Ci-C 4 -alkyl, -C(=NOR 16 )H, or -C(=0)NR 14 R 15 , where 
substitution by R 18 can occur on any carbon containing substituents; 

35 X* is independently selected at each occurrence from the group consisting of 

hydrogen, halogen, aryl, heteroaryl, S(0) n R 8 , halomethyl, -(CHR 16 ) p OR 8 , cyano, 
-(CHR 16 ) P NR 14 R 15 , C(=0)R 8 , d-d alkyl, C 2 -C 10 alkenyl, C 2 -C 10 alkynyl, d-doalkoxy, 
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;n, dnu u(-ujnr R where substitution hu p 16 
carbon containing substituents- V C3n ° CCUr ° n an * 

aryKC 2 -C 10 )-akyl arvl r cycloalkyl, C 2 -C 10 alkenyl, C 2 -C 10 alkynyl, 

«' , «noccuro„an y ^oo„,a l n,„ 9 su b5t .ue„ te ' ' " 

- ^~^clx~:;:rr c - r °rr ,rom ,he w cotsi *° 
:r ,„ , he a * „ hateroaf¥ , groups are optlon ( j; 

\ i e a«r\yi;, iM^o^Oe alkyl) 2 , nitro, carboxv rn (r r ^ i\ 
S(0)HC,C«- a „, y „,.„ rcanbetakentogetheMo ' "J** *«, cyeno. end 

with 0-3 R"- nr „ (CH^CHdr, option a lly substituted' 

y u. nyarogen, d-Ce alkyl, hydroxy, or C r C 6 alkoxy 

atkytfe n*o, cerboxy, CO j( C,- Ce alkyl) . cy an< , and s ( 0 W C,C.. a , M) . ^ ' ' °" 

_ independently selected « eech nccurrence from R» h yaroxv c c alk „ 
C,C. cycle** CVC 4 elkenyi, afyl subsli(uted 

substituted with 0-3 R 18 ; ' -( C i-C 6 alkyl)-aryl 

C-C. a ,M •' R " ^ ^ " rtePenaen " y ^ * »« er 



-24- 



3 0 6 cycioalkyl,(CH 2 ) w R , and aryl substituted with 0-3 R 18 - 
s c 6 alkyl, C 3 -C 6 cycloalkyl, -S(0) n R 3 \ and -C(=0)R 25 - 

«. ™ ca r r na,iy subs, " u,ed •* °- 3 R,? - * - 

r me j jr, r sisiin9 ° f phenA ™ 

ben2 i ophe *■ t^tr 7 a " idlnv '' a2ocin * a2w - 

daaahydrdduinaliny, ,u,a 2 a n vl w , T ""^ *° men * <*»«**. 

naph.hyddiny,, a«ahyd ro ,sa qu ln»»„y,, oxazolidiny , 

* Phana^iny,, ph anaxa,h„ny, ^^'^ 
piperrdinyl. pleridinyl oudnvl „,™ , P ne "°*azinyl. phthalazinyl. piperazinyt, 

P^Hp^Jp^I puZ , PVraZ °" d,nyl ' PyridaZiny '' 

-^Va^a,,„,„ 2 . te ^^ W and , 

9 r»ups ahdsan fr „ m kel o and C,-C 4 a, J SUbS ' ilUted W " h « 

- o™ii;ar:rc::rr - — - 

-a^adp^y^r^o ' ' "* ^ ^ ^ « 
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R 31 is independently selected at each occurrence from the group consisting of C r C A 
alkyl, C3-C7 cycloalkyl, C 4 -C 10 cycloalkyl-alkyl, and aryHC^) alkyl; 

k, m, and r are independently selected at each occurrence from 1-4; 
n is independently, selected at each occurrence from 0-2, 
p, q, and z are independently selected at each occurrence from 0-3; 
t and w are independently selected at each occurrence from 1-6, 
provided that when J is CX' and K and L are both CH, and M is CR 5 , then 
(A) when V and Y are N and Z is CH and R 1 and R 3 are methyl, 
(1) and R 4 is methyl, then 

(a) R 5 can not be methyl when X is OH and X f is H; 

(b) R 5 can not be -NHCH 3 , or -N(CH 3 ) 2 when X and X 1 are - 



OCH 3 ; and 



X f is H; 



(c) R 5 can not be -N(CH 3 ) 2 when X and X* are -OCH 2 CH 3 ; 
(2) and R 4 is ethyl, then 

(a) R 5 can not be methylamine when X and X' are -OCH 3 ; 

(b) R 5 can not be OH when X is Br and X r is OH; and 

(c) R 5 can not be -CH 2 OH or -CH 2 N(CH 3 ) 2 when X is -SCH 3 and 

(B) when V and Y are N, Z is CH, R 4 is ethyl, R 5 is iso-propyl, X is Br, X' is H, and 

(1) R 1 isCH 3 , then 

(a) R 3 can not be OH, piperazin-1 -yl, -CH 2 ,-piperidin-1 -yl, 

-CH 2 -(N-4-methylpiperazi n-1-yl), -C(0)NH-phenyl, -C0 2 K 
-CH 2 0-(4-pyridyl), -C(0)NH 2 , 2-indolyl, 
-C H 2 0-(4-carboxyphenyl ) , 
-N(CH 2 CH 3 )(2-bromo-4-isopropylphenyl); 

(2) R 2 is -CH 2 CH 2 CH 3 then R 3 can not be -CH 2 CH 2 CH 3 

(C) when V, Y and Z are N, R 4 is ethyl, and 

(1) R 5 is iso-propyl, X is bromo, and X' is H, then 

(a) R 3 can not be OH or -OCH 2 CN when R 1 is CH 3 and 

(b) R 3 can not be -N(CH 3 ) 2 when R 1 is -N(CH 3 ) 2 ; 

(2) R 5 is -OCH 3 , X is -OCH 3 , and X 1 is H, then R 3 and R 1 can not both be 
chloro; further provided that when J, K, and L are all CH and M is 
CR 5 , then 

(D) at least one of V, Y, and Z must be N; 

(E) when V is CR 1a , Z and Y can not both be N; 

(F) when Y is CR 3a , Z and V can not both be N; 

(G) when Z is CR 2 , V and Y must both be N; 
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(H) Z can be N only when both V and Y are N or when V is CR 1a and Y is CR 3a ; 

(I) when V and Y are N, Z is CR 2 , and R 2 is H or d-C 3 alkyl, and R 4 is d-C 3 
alkyl, R 3 can not be 2-pyridinyl, indolyl, indolinyl, imidazolyl, 3-pyridinyl, 

4- pyridinyl, 2-rnethyl-3-pyridinyl, 4-methyl-3-pyridinyl, furanyl, 

5- methyl-2-furanyl, 2,5-dimethyl-3-furanyl, 2-thienyl, 3-thienyl, 
5-methyl-2-thienyl, 2-phenothiazinyl, or 4-pyrazinyl; 

(J) when V and Y are N; Z is CR 2 ; R 2 is H or C,-C 3 alkyl; R 4 is d-C 4 alkyl, R 5 , X, 
and/or X 1 are OH, halo. CF 3 , C,-C 4 alkyl, d-d alkoxy, C1-C4 alkylthio, cyano, 
amino, carbamoyl, or d-d alkanoyl; and R 1 is d-d alkyl, then R 4 can not 
be -NH(substituted phenyl) or -N(d-d alkyl) (substituted phenyl); 

and wherein, when Y is CR 29 : 

D 3 c,10 D 11 D 12 D 13 p16 R 18 R 19 R 21 R 23 R 24 

J, K, L, M, Z, A, k, m, n, p, q, r, t, w, R , R , R , R , R . R . R > " . K > ■ • 
R 25 , and R 27 are as defined above and R 25a , in addition to being as defined above, can also 

be d-d alkyl. but 
Vis N; 

R 1 is d-d alkyl, d-d alkenyl, d-d alkynyl, d-d alkoxy, halogen, amino, 
methylamino, dimethylamino, aminomethyl, or N-methylaminomethyl; 

R 2 is independently selected at each occurrence from the group consisting of 

hydrogen, halo, d-d. alk y'- nitro - amino ' and -C0 2 R 10 ; 

R4 is taken together with R 29 to form a 5-membered ring and is -C(R 26 ) = or -N= when 
R 29 is -C(R 30 )= or -N=, or -CH(R 26 )- when R 29 is -CHCR 30 )-; 

X is CI, Br, I, S(0)nR 8 , OR 8 , halomethyl, -(CHR 16 ) p OR 8 , cyano, -(CHR 16 ) P NR 14 R 15 , 
C(=0)R 8 , d-C 6 alkyl, C 2 -C 10 alkenyl, C 2 -C 10 alkynyl, d-Cio, alkoxy, aryl-(d-C 10 )-alkyl, C 3 -C 6 
cycloalkyl, aryl-(d-C 10 )-alkoxy, nitro, thio-(d-C 10 )-alkyl, -C(=NOR 16 )-C 1 -C 4 -alkyl, 
-C(=NOR 16 )H, or C(=0)NR 14 R 15 where substitution by R 18 can occur on any carbon containing 
substituents; 

X' is hydrogen, CI, Br, I, S(0) n R 8 , -(CHR 16 ) p OR 8 . halomethyl, cyano, 
-(CHR 16 ) P NR 14 R 15 , C(=0)R 8 , d-C 6 alkyl, C 2 -C 10 alkenyl, C 2 -C 10 , alkynyl, d-C 10 alkoxy, 
aryl-(d-C 10 )-alkyl, C 3 -C 6 cycloalkyl, aryKC 2 -C 10 )-alkoxy, nitro, thio-(C 2 -C 10 )-alkyl, 
-C(=NOR 16 )-d-C 4 -alkyl, -C(=NOR 16 )H, or C(=0)NR 8 R 1S where substitution by R 18 can occur 
on any carbon containing substituents; 

R 5 is halo, -C(=NOR 16 )-d-C 4 -alkyl, d-C 6 alkyl, d-C 3 haloalkyl, d-C 6 alkoxy, 
(CHR 16 ) p OR 5 , (CHR 16 ) p S(0) n R 8 , (CHR 16 ) P NR 14 R 15 , C 3 -C 6 cycloalkyl, C 2 -C 10 alkenyl, C 2 -C 10 
alkynyl, aryl-(C 2 -C 10 )-alkyl, aryl-(d-C 10 )-alkoxy, cyano, C 3 -C 6 cycloalkoxy. nitro, 
amino-tC.-doJ-alkyl, thio-(d-C 10 )-alkyl, SO n (R 8 ), C(=0)R 8 , -C(=NOR 16 )H, or C(=0)NR 8 R 15 
where substitution by R 18 can occur on any carbon containing substituents; 
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R 6 and R 7 are independently selected at each occurrence from the group consisting 
of hydrogen, d-C 6 alkyl, C 3 -C 10 cycloalkyl, -(CH 2 ) k R 13 , (C 4 -C 12 )-cycloalkylalkyl, d-C 6 alkoxy, 
-(d-Ce alkyl)-aryl, heteroaryl, aryl, -S(0) z -aryl or -(d-C 6 alkyl)-heteroaryl or aryl wherein the 
aryl or heteroaryl groups are optionally substituted with 1-3 groups selected from hydrogen, 
halogen, d-C 6 alkyl, C r C 6 alkoxy, amino, NHC(=0)(d-C 6 alkyl), NH(d-C 6 alkyl), N(d-C 6 
alkyl) 2 , nitro, carboxy, C0 2 (d-C 6 alkyl), and cyano; or can be taken together to form 
-(CH 2 )qA(CH 2 ) r -, optionally substituted with 0-3 R 17 ; or, when considered with the commonly 
attached nitrogen, can be taken together to form a heterocycle, said heterocycle being 
substituted on carbon with 1-3 groups consisting of hydrogen, d-d alkyl, hydroxy, or d-C 6 
alkoxy; 

R 8 is independently selected at each occurrence from the group consisting of 
hydrogen, d-C 6 alkyl, -(C 4 -d 2 ) cycloalkylalkyl, (CH 2 ) t R 22 , C 3 -d 0 cycloalkyl, -(d-C 6 
alkyl)-aryl, heteroaryl, -NR 16 , -N(CH 2 ) n NR 6 R 7 ; -(CH 2 ) k R 25 , -(d-C 6 alkyl)-heteroaryl or aryl 
optionally substituted with 1-3 groups selected from hydrogen, halogen, d-C 6 alkyl, d-C 6 
alkoxy, amino, NHC(=0)(d-C 6 alkyl), NH(d-C 6 alkyl), N(d-C 6 alkyl) 2 , nitro, carboxy, 
C0 2 (d-C 6 alkyl), and cyano; 

R 9 is independently selected at each occurrence from R 10 , hydroxy, d-d alkoxy, C 3 - 
C 6 cycloalkyl, C 2 -d alkenyl, and aryl substituted with 0-3 R 18 ; 

R 14 and R 15 are independently selected at each occurrence from the group consisting 
of hydrogen, d-C 6 alkyl, C 3 -C 6 cycloalkyl, (CH 2 ) t R 22 , and aryl substituted with 0-3 R 18 ; 

R 17 is independently selected at each occurrence from the group consisting of R 10 , 
d-d alkoxy, halo, OR 23 , SR 23 , and NR 23 R 24 ; 

R 20 is independently selected at each occurrence from the group consisting of R 10 
andC(=0)R 31 ; 

R 22 is independently selected at each occurrence from the group consisting of cyano, 
OR 24 , SR 24 , NR 23 R 24 , d-d cycloalkyl, -S(0) n R 31 , and -C(=0)R 25 ; 
R 26 is hydrogen or halogen; 

R 28 is d-d, alkyl, d-d alkenyl, d-d alkynyl, hydrogen, d-d alkoxy, halogen, or 
d-d alkylamino; 

R 29 is taken together with R 4 to form a five membered ring and is: -CH(R 30 )- when R 4 
is -CH(R 28 )-, -C(R 30 ) = or -N = when R 4 is -C(R 28 ) = or -N=; 

R 30 is hydrogen, cyano, d-C 2 alkyl, d-d alkoxy, halogen, d-d alkenyl, nitro, 
amido, carboxy, or amino; 

R 31 is d-d alkyl, d-d cycloalkyl, or aryl-(d-d) a,k y'; provided that when J, K, and 
L are all CH, M is CR 5 , Z is CH, R 3 is CH 3 , R 28 is H, R 5 is isopropyl, X is Br, X' is H, and R 1 is 
CH 3 , then R 30 can not be H, -C0 2 H, or -CH 2 NH 2 ; and further provided that when J, K and L 
are all CH; M is CR 5 ; Z is N; and 
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(A) R 29 is -C(R 30 )=; then one of R 28 or R 30 is hydrogen; 

(B) R 29 is N; then R 3 is not halo, NH 2 , N0 2 , CF 3 , C0 2 H, C0 2 -alkyl, alkyl, acyl, 
alkoxy, OH, or -(CH 2 ) m Oalkyl; 

(C) R 29 is N; then R 28 is not methyl if X or X' are bromo or methyl and R 5 is nitro; 

or 

(D) R 29 is N; and R 1 is CH 3 ; and R 3 is amino; then R 5 is not halogen or methyl. 
Preferred compounds of this group include those wherein: 

i) V is N, R 1 is methyl; and R 3 is aryl, NR 6 R 7 , or OR 8 ; 

ii) V is N, R 1 is methyl; R 3 is aryl, NR 6 R 7 , or OR 8 ; and R 4 is methyl or ethyl; 

iii) V is N, R 1 is methyl; R 3 is aryl, NR 6 R 7 , qr OR 8 ; R 4 is methyl or ethyl; and X is 
0(d-C 4 alkyl), Br, or d-C 4 alkyl; 

iv) V is N, R 1 is methyl; R 3 is aryl, NR 6 R 7 , or OR 8 ; R 4 is methyl, ethyl; X is OMe, 
Br, or (d-C 4 alkyl), M is d-C 4 alkyl, Br, CI, or 0(d-C 4 alkyl); and 

v) V is N, R 1 is methyl; R 3 is aryl, NR 6 R 7 , OR 8 ; or R 4 is methyl, ethyl; X is OMe, 
Br, or d-C 4 alkyl, M is d-C 4 alkyl, Br, CI, or 0(d-C 4 alkyl); and L is CH, or N. 

X. The invention also encompasses use of aminothiazole derivatives of the 
following formula, disclosed in WO 97/00868: 



R 5 




wherein each of R 1 and R 2 is independently a halogen atom; a d_C 5 hydroxyalkyl radical; Ci- 
C 5 alkyl; C 7 -C 10 aralkyl; C1.C5 alkoxy; trifluoromethyl; nitro; nitrile; a group -SR where R is 
hydrogen, a C1-C5 alkyl radical or a C 7 -C 10 aralkyl radical; a group S-CO-R where R is a d-C 5 
alkyl radical or aralkyl in which the aryl portion is C 6 -C 8 and the alkyl portion is d-C 4 ; a group 
-COOR' where R' is hydrogen or d-C 5 alkyl; a group -CONR'R" where R' and R" are as 
defined above for R'; a group -NR'R" where R' and R" are as previously defined for R'; a 
group -CONRaRb or NRaRb, where Ra and Rb, taken together with the nitrogen atom to 
which they are attached, form a 5- to 7-membered heterocyclic ring; or a group -NHCO- 
NR'R", where R' and R" are as defined above for R'; R 3 is hydrogen or as defined for R 1 and 
R 2 is a hydrogen atom; d. 5 alkyl; halogen; a hydroxymethyl group; or a formyl group; R 5 is 
d-C 5 alkyl; a C 3 -C 7 cycloalkyl group; a cycloalkylalkyl group in which the cycloalkyl portion is 
C 3 -C 7 and the alkyl portion is d-C 5 ; or C 5 -C 6 alkenyl; n is 0 or 1; R 6 is d_ 5 alkyl; alkoxyalkyl in 
which the alkyl portions are d-C 5 ; C 3 -C 7 cycloalkyl; a cycloalkylalkyl group in which the 
cycloalkyl portion is C 3 -C 7 and the alkyl portion is d-C 5 ; a cycloalkyloxyalkyl radical in which 
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the cycloalkyl is C 3 -C 7 and the alkyl is d-d; a hydroxyalkyloxyalkyl radical in which the alkyls 
are C 2 -C 10 ; or an alkoxyalkyloxyalkyl radical in which the alkyls are C 3 -C 12 ; and Z is an 
optionally substituted bi- or tricyclic aromatic or heteroaromatic group; and stereoisomers 

and/or addition salts thereof. 

XL CRF antagonists of the following formula, disclosed in WO 97/29109, may also 

be employed: 



15 



20 




including the stereoisomers and the pharmaceutical^ acceptable acid addition salt forms 

thereof, wherein 
10 R 1 is NR 4 R 5 or OR 5 ; 

R 2 is d-Cealkyl, d-dalkyloxy or d-dalkylthio, 

R 3 is hydrogen, d-C 6 alkyl, d-dalkylsulfonyl, d-dalkylsulfoxy or d-dalkylthio; 
R 4 is hydrogen, d-C 6 alkyl, mono- or di(C 3 -C 6 cyloalkylmethyl, C 3 -C 6 cyloalkyl, C 3 - 
Cealkenyl, hydroxyd-dalkyl, C 1 -C 6 akylcarbony.oxyC 1 -C 6 alkyl or d-dalkyloxyd-dalkyl; 

R 5 is d-Csalkyl, mono- or di(C 3 -C 6 cycloalkyl)methyl, Ar 1 CH 2 , C 3 -C 6 alkenyl, C r 
C 6 alkyloxyC 1 -C 6 alkyl, hydroxyd-dalkyl, thienylmethyl, furanylmethyl. d-dalkylthiod- 
Cealkyl morpholinyl, mono- or dKd-dalkyDaminod.alkyl. di(d-dalkyl)am.no, d- 
C 6 alkylcarbonylC 1 -C 6 alkyl, d-dalkyl substituted with imidazolyl; or a radical of formula 
-Alk-O-CO-Ar 1 ; 

or R 4 and R 5 taken together with the nitrogen atom to which they are attached may 
form a pyrrolidinyl, piperidinyl, homopiperidinyl or morpholinyl group, optionally substituted 
with d-Cealkyl or d-dalkyloxyd-dalkyl; and 

Ar is phenyl; phenyl substituted with 1, 2 or 3 substituents independently selected 
from halo, d-Cealkyl, trifluoromethyl, hydroxy, cyano. d-dalkyloxy, benzyloxy, d- 
dalkylthio, nitro, amino and mono- or dKC-C^kyDamino; pyhdinyl; pyridiny. substituted w.th 
I - 2 or 3 substituents independently selected from halo, d-C 6 alkyl, trifluoromethyl, hydroxy, 
cyano d-da!kyloxy, benzyloxy, d-C 6 alkylthio, nitro, amino, mono- or di(d-dalkyl)am.no 
and piperidiny.; and wherein said substituted pheny. may optionally be further substituted w,th 

one or more halogens; 

Ar 1 is phenyl; phenyl substituted with 1, 2 or 3 substituents each independently 
selected from halo, Chalky), d-dalkyloxy, diCCdalkyDaminod-dalkyl. trifluoromethyl 
and d-C 6 alkyl substituted with morpholinyl; or pyridinyl; and Alk is d-dalkanediyl; 



-30- 



Prefers ™ 1 Pyrazolofl ,5-a]pyrimidine are not included 

be amp^" an ' a80niS,S - *"»* *— I. WO m . may also 




■ Z~ ,r ° iSOmerS ^ " Ph ~- «~ - — » sa„ fo rma 
X is S. SO or S0 2 ; 
R 1 isNR 4 R 5 orOR s ; 

R 2 is C-Cealkyl, C-Qalkyloxy or C-Qalkylthio- 

R 5 is r r oiu, i MsaiKyi or C^CealkyloxyCi-Cealkvl- 

R » C-Caiky,. mono . or dlfe-CrfyoloalktfJmethyl Ar'CH c r «. , 
C^lkyloxyC.-Calkyl, hydroxvC.-C alkul »,■ , * Ca ^= all< «">'. O r 

C-M. morphonny,. l**e, T^ 1 ' Uran " methA «W-*"*C 

C^carPony.c.-cUyi c c ,k! ^ '"^ dl ( C '- C «-V)am,no, c,- 

a«ached m ay,o map a 11 n '° 9e,he ' "* ,he *»•» —> <° ««oh „,ey are 

Crflkylthio, n llro , amino and mono- or di.c c 7 n »°Woxy, c r 

1. 2 or 3 SU 0 5tituenls indepZ^l ,1f «*««»« «* 

and p,pan d ,ny,; and Lrain « aln 71 ' amin °' m ° n °- ' ^^amino 
ona or mora hakogena ^ " e ^ «*— «h 
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Ar'is phenyl; phenyl substituted with 1, 2 or 3 substituents each independently 
selec ted from halo. Chalky., Cl -C 6 alky.oxy, di^-CsalkyOaminoCCsalky, trifluoromethy. 
and C,-C 6 alkyl substituted with morpholinyl; or pyridinyl; and 

Alk is C^Csalkanediyl. 

Preferred compounds of this group include those wherein: 

i) R 2 is methyl; 

ii) R 2 is methyl; and Ar is substituted phenyl or 3-pyridyl; 

iii) R 2 is methyl; R 3 is methyl; and Ar is substituted phenyl or 3-pyridyl 
Specific CRF antagonists useful in the practice of the invention, include, without 

limitation, the following compounds: 

4-(1-ethyl-propoxy)-3,6-dimethyl-2-(2,4,6-trimethylphenoxy)-pyridine; 
butyl-[2,5-dimethyl-7-(2,4,^ 

yl]-ethyl-amino; 

4-(butyl-ethylamino)-2,5-dimett 
d]pyrimidin-6-one; 

4-(1-ethylpropoxy)-2,5-dimethyl-6-(2,4,6-trimethylphenoxy)-pyrimidine- 

N-butyl-N-ethyl-2,5-dimethy^- N N-(2,4,6-trimethy.phenyl)- P yrimidine-4,6-diamine- 

t4-(1-ethyl- P ropoxy)-3,6-dimethyl-pyridin-2-yl]-(2,4,6-trimethylphenyl)-amine- 

6-(ethyl-propyl-amino)-2,7-dimethyl-9-(2,4.6-trimethylphenyl)-7,9-dihydro-purin-8-o^ 

3 ^ meth y | - ben ^)-[3.6-dimethy 1 -1-(2,4,6-trimethy.pheny.)-1H-pyra^^ 
4-yl]-amino}-propan-1-ol; 

diethy,-[6-methy.-3-methyisu.fanyl-1-(2,4.6-trichloropheny.)-1H-pyrazolo[3^ 
4-yl]-amine; 

2 ^ u W-methy1-3-meth^^ 
4-yl]-amino}-ethanol; 

dibuty K 6-methy1-3-meth^ 
4-yl}-amine; 

bu ty'-ethy|.[6-methy|.3.methylsu^ 
d]pyrimidin-4-yl]-amine; 

butyl-ethyl-[6-methyl-3-methylsulfonyl-1-(2,4,64richloroph 
d]pyrimidin-4-yl]-amine; 

butyl-cyclopropylmethy|.[6-methyl-3-methylsulfan^^ 
pyrazolo[3,4-d]pyrimidin-4-yl]-amine; 

dM-propyl-[6-methy(-3-methylsulfanyM-(2,4,6^ 
d]pyrimidin-4-yl]-amine; 

dia, W-methy.-3-me^ 
yl]-amine; 
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butyl-ethyl-[6-chloro-3-methylsulfanyl-1-(2,4,6-trichlorophenyl)-1H-pyrazolo[3,4- 

d]pyrimidin-4-yl]-amine; 

butyl-ethyl-[6-methoxy-3-methylsulfanyl-1 -(2,4,6-trichlorophenyl)-1 H-pyrazolo[3,4- 

d]pyrimidin-4-yl]-amine; 

propyl-ethyl-[3,6-dimethyl-1 -(2,4,6-trimethylphenyl)-1 H-pyrazolo^-dlpyrimidin^-yl]- 



amine; 

4-(1 -ethyl-propyl)-6-methyl-3-methylsulfanyl-1 -(2,4,6-trimethylphenyl)-1 H-pyrazolo[3,4- 
d]pyrimidine; 

n-butyl-ethyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4- 
yljamine; 

di-n-propyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-cl]pyrimidin-4- 
yl]amine; 

ethyl-n-propyl-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4- 
yl]amine; 

diethyl-2 ) 5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4-yl]amine; 
n-butyl-ethyl-[2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4- 

yl]amine; 

2-{N-n-butyl-N-[2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidin-4- 
yl]amino}-ethanol; 

4-(1-ethyl-propyl)-2,5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2 ) 3-d]pyrimidine; 
n-butyl-ethyl-[2,5-dimethyl-7-(2,4-dimethylphenyl)-7H-pyrrolo[2,3-dlpyrimidin-4- 

yl]amine; 

2,5-dimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-d]pyrimidyl-4-yl]-(1-ethyl- 
propyl)amine; 

butyl-[3,6-dimethyl-1-(2,4,6-trimethylphenylV1 H-pyrazolo[3,4-b]pyridin-4-yl]-ethylamine; 

[3,6-dimethyl-1 -(2,4,6-trimethylphenyl)-1 H-pyrazolo[3,4,b]pyridin-4-yl]-(1 - 

methoxymethylpropyl)-amine; 

4-(1-methoxymethylpropoxy)-3,6-dimethyl-1-(2,4 ) 6-trimethylphenyl)-1H-pyrazolo[3,4- 

b]pyridine; 

(1-ethylpropyl)-l3,5,6-trimethyl-1-(2,4,6-trimethylphenyl)-1H-pyrazolo[3,4-b]pyridin-4-yl]- 

amine; 

4-(1-ethylpropoxy)-2,5-dimethyl-7-(2,4 I 6-trimethylphenyl)-7H-pyrrolo[2,3-b]pyridine; 

4-(1-ethylpropoxy)-2 ) 5,6-trimethyl-7-(2,4,6-trimethylphenyl)-7H-pyrrolo[2,3-b]pyridine; 

4-(1-ethylpropoxy)-2 > 5-dimethyl-7-(2,6-dimethyl-4-bromophenyl)-7H-pyrrolo[2,3- 

b]pyridine; 

2,5,6-trimethyl-7-(1-propylbutyl)-4-(2,4,6-trimethylphenoxy)-7H-pyrrolo[2,3-d]pyrimidine; 
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1-(1-ethylpropyl)-6-methyl-4-(2,4,6-trime 
c]pyridin-2-one; 

9-(1-ethylpropyl)-2-methyl-6-(2,4,6-trimethylphenylamino)-7,9-dihyd 
1-(1-ethylpropyl)-6-methyl-4-(2,4,6-trime^ 

2- one; 

1-(1-ethylpropyl)-6-methyl-4-(2,4,6-trimethylphenoxy)-1H-imidazo[4,5-c] 

1-(1-ethylpropyl)-3,6-dimethyl-4-(2,4,6^ 
c]pyridin-2-one; 

1-(1-ethylpropyl)-3,6-dimethyl-4-(2,4,6-ta 
c]pyridin-2-one; 

1 -(1 -ethyl-propyl)-4 t 7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1 ,4-dihydro- 
2H-pyrido[3,4-b]pyrazin-3-one; 

1 -(1 -ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1 ,4-dihydro-2H- 
pyrido[3,4-b]pyrazin-3-one; 

1-(1-ethyl-propyl)-47-dimethyl-5-(2,4,64rimethyl-phenoxy)-1 ,2,3,4- 
tetrahydro-pyrido[3,4-b]pyrazine; 

1 -(1 -ethyl-propyl)-7-methyl-5-(2,4,6-trimethyl-phenoxy)-1 ,2,3,4- 
tetrahydro-pyrido[3,4-b]pyrazine; 

1 -(1 -ethyl-propyl)-7-methyl-2-oxo-5-(2,4,6-trimethyl-phenoxy)-1 ,2,3,4-tetrahydro-[1 ,6]na 
phthyridine-3-carboxylic acid methyl ester; 

1 -(1 -ethyl-propyl)-7-methyl-2-oxo-5-(2,4,6-trimethyl-phenoxy)-1 ,2,3,4-tetrahydro-[1 ,6]na 
phthyridine-3-carboxylic acid isopropyl ester; 

1 -(1 -ethyl-propyl)-7-methyl-5-(2,4,6-trimethyl-phenoxy)-3,4-dihydro-1 H- 
[1 ,6]naphthyridin-2-one; 

1 -(1 -ethyl-propyl)-7-methyl-5-(2,4,6-trimethyl-phenoxy)-1 ,2,3,4-tetrahydro- 
[1,6]naphthyridine; 

1-(1-ethyl-propyl)-7-methyl-5-(2,4,6-trimethyl-phenoxy)-1,4-dihydro-2H-3- 
oxa-1 ,6-diaza-naphthaiene; 

1 -(1 -ethyl-propyl)-4,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-1 ,4-dihydro-2H- 

3- oxa-1 ,6-diaza-naphthalene; 

1-(1-ethyl-propyl)-3,7-dimethyl-5-(2,4,6-trimethyl-phenoxy)-3,4-dihydro- 
1 H-3-oxa-[1 ,6]-naphthyridin-2-one; 

1-(1-ethyl-propyl)-3,3,6-trimethyl-4-(2,4,6-trimethyl-phenoxy)-2,3-dihydro- 
1 H-pyrrolo[3,2-c]pyridine; 

7-(1-ethyl-propoxy)-5-methyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidine; 

[2,5-dimethyl-3-(2,4,6-trimethyl-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yl]-(1-ethyl-propy0 

amine; 
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amine; 
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-ethyl-propoxy)-2,5-dimethyl-3-(2 4 6-trimethvi nh D 
5 amine; Y P W Pyrazo,0 f 1 ' 5 - a ]Py'mid.n-7-yl]- e thy|.propy|- 

<--«J^p7al^^ 

UJ [6 " bromo - 5 - meth yl-3-(2.4 J 6-trimethyl-phen V |)-3H ri 9 «. • , r 

ethyl-propyo-methyl-amine; Ph6ny,) 3H -[ 1 ' 2 .3]triazolo[4,5-b] P yridin-7-y1 H i- 

^l^thyl-propoxyJ-S-methyl-a^^.e-trimethyl-phenylWH f1 ? <m ■ , , 

15 t ^ 2,5 " dimethy| - 4 -( tetrah ydro-furan-3-yloxy)-7-f24 6W „ v 

djpyrimidine; W (2,4,6 - tr,meth y | -Phenyl)-5H-pyrrolo-[3,2- 

I2,3-d]pyr.midin.7-o„e; * y '* <2 - 4 ' 6 - , ' lm «l' | -f>^^.8-d l hydr ( ,- 6 H.p yr , do 
4-(butyf-eHiyl-amino)-2,6-dimethyl-8-(2 6-dimethvi d Km / 
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4-(butyl-ethyl-amino)-2-methyl-8-(2,6-dimethyI-4-bromo-phenyl)-5,8-dihyd 
pyrido[2,3-d]pyrimidin-7-one; 

4-(1-ethyl-propoxy)-2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-5,8-dih 
pyrido[2,3-d]pyrimidin-7-one; 

(butyl-ethyl )-[2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-5,6,7,8-tetrahydro- 
pyrido[2,3-d]pyrimidin-4-yl]-amine; 

(propyl-ethyl)-[2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-5,6,7,8-tetrahydro- 
pyrido[2,3-d]pyrimidin-4-yl]-amine; 

(diethylH2-methyl-8-(2,6-dimethyl-4-brom 
[2,3-d]pyrimidin-4-yl]-amine; 

(1-ethyl-propyl)-[2-methyl-8-(2,6-dimethyk4-bromo-phenyl)-5,67,8-tetrahydro^ 
pyrido[2,3-d]pyrimidin-4-yl]-amine; 

(1-ethyl-propoxy)-2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-5,6,7 ) 8-tetrahydro- 
pyrido[2,3-d]pyrimidine; 

4-(butyl-ethyl-amino)-2-methyl-8-(2A 
pyrido[2,3-d]pyrimidin-7-one; 

4-(1-ethyl-propoxy)-2-methyl-8-(2,4,6-trimethyl-phenyl)-5,8-dihydro-6H-pyhdo 
[2,3-d]pyrimidin-7-one; 

(butyl-ethyl)-[2-mem^ 

pyrimidin-4-yl]-amine; 

(propyl-ethyl)-[2-methyl-8-(2,4,6-trimethyl-phenyl)-5,6,7,8-tetrahydro-pyrido[2,3-d] 
pyrimidin-4-yl]-amine; 

(diethyl )-[2-methyl-8-(2 ) 4,6-trimethyl-phenyl)-5,6J,8-tetrahydro-pyrido[2 1 3-d] 
pyrimidin-4-yl]-amine; 

(1-ethyl-propyl)-[2-methyl-8-(2,4,6-trimethyl-phenyl)-5,6,7,8-tetrahydro- pyrido[2,3-d] 
pyrimidin-4-yl]-amine; 

(1-ethyl-propoxy)-2-methyl-8-(2,4,6-trimethyl-phenyl)-5,6 l 7,8-tetrahydro- pyrido[2,3-d] 
pyrlmidine; 

8-(1 -ethyl-propoxy)-6-methyl-4-(2,6-dimethyl-4-bromo-phenyl)-3,4-dihydro- 1 H-pyrido 
[2,3-b]pyrazin-2-one; 

8-(1-ethyl-propoxy)-6-methyl-4-(2,6-dimethyl-4-bromo-phenyl)-1 t 2,3 ) 4-tetrahydro- 
pyrido[2,3-b]pyrazine; 

4- (1-ethyl-propoxy)-2-methyl-8-(2,6-dimethyl-4-bromo-phenyl)-quinoline; 

5- (1 -ethyl-propoxy)-7-methyl-1 -(2,6-dimethyl-4-bromo-phenyl)~1 ,4-dihydro-2H- 3-oxa- 
1 ,8-diaza-naphthalene; 

5-(1-ethyl-propoxy)-7-methyl-1-(2,6-dimethyl-4-bromo-phenyl)-1,2-dihydro-3-oxa-1, 
8-diaza-naphthalen-4-one; 
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4.(butyl-em yl -aminoV2. M i m ethyl- 8 -(2,6-dime l hy l -4-ohlo,<H»heny l )-5.8- 

pyddoi ^r;:^ 
5w PW oxy>^^ 

pyddop :r;:^^ 

tetrahydro-pyrido[2,3-b]pyrazine; 

tetrahydro-pyrido[2,3-b]pyra Z ine; 4 . te trahydro- 
8-(1 -ethyl-propylamino)-6-methyl-4-(2,4,6-tr,methyl-phenyl)-1 ,2,3,4 tetrahy 

35 pyrido[2,3-b]pyrazine; 4 . t etrahydro-pyrido 
8-diethylamino-6-methyl-4-(2,4,6-tr.methyl-phenyl)-1 ,2,3,4 tetrahya py 

[2,3-b]pyrazine; 
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8-(ethyl-propyl-amino)-6-methyl-4-(2^ 
pyrido[2,3-b]pyrazine; 

8-(butyl-ethyl-amino)-6-methyl^ 
pyrido[2,3-b]pyrazine; 

4-(1-hydroxymethyl-propoxy)-2-methyl-8-(2,4,6-trimethyl-phenyl)-quinoli 
4-(1-hydroxymethyl-propylamino)-2-methyl-8-(2,4,6-trimethyl-phenyl^ quinoline; 
4-(1-ethyl-propylamino)-2-methyl-8-(2,4,6-trimethyl-phenyl)-quinoline 
4-diethylamino-2-methyl-8-(2,4,6-trimethyl-phenyl)- quinoline; 
4-(ethyl-propyl-amino)-2-methyl-8-(2,4,6-trimethyl-phenyl)- quinoline; 

4- (butyl-ethyl-amino)-2-methyl-8-(2,4,6-trimethyl-phenyl)- quinoline; 

5- (14iydroxymethyl-propoxy)-7-m^ 
2H-3-oxa-1 ,8-diaza-naphthalene; 

5-(1-hydroxymethyl-propylamino)-7-methyl-1-(2,4 f 6-trimethyl-phen 
2H-3-oxa-1 ,8-diaza-naphthalene; 

5-(1-ethyl-propylamino)-7-methyl-1-(2,4,6-trfmethyl-phenyl)-1,4-dihydro-2H-3- 
oxa-1 ,8-diaza-naphthalene; 

5-diethylamino-5-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3-oxa-1 ,8- 
diaza-naphthalene; 

5-(ethyl-propyl-amino)-7-methyl-1-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3- 
oxa-1 ,8-diaza-naphthalene; 

8-(butyl-ethyl-amino)-6-methyl-4-(2,4,6-trimethyl-phenyl)-1,4-dihydro-2H-3-oxa- 
1 ,8-diaza-naphthalene; 

4-(2,4-dichlorophenyl)-5-methyl-2-[N-(1-(methoxymethyl)-1-(naphth-2-yl)methyl)-N-pr 
opylamino]thiazole; 

oxalate of 4-(2,4<jic*!onophenyl)-5^ 

oxalate of M2<Mok>4*i^^ 

4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(1-methoxycarbonylmethylindol-5-yl)-N-p 
ropylamino]thiazole; 

oxalate of 4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-methoxy 

isoquinol-5-yl)-N-propylamino]thiazole; 
oxalate of 4^2<iilorch4Hinethoxyph^ 
oxalate of 4{2-<rtoro4^^^ 
^2^chkK>4HTTethQ^phe^ 

oxalate of 4-(2-chloro-4-trifluoromethylphenyl)-5-methyl-2-[N-6- 

methoxyisoquinol-5-yl)-N-propylamino]thiazole; 
cHorfty±ate of 4{2<hbrc>4H7Teto^ 
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chlorhydrate of 4-(2-chloro-4-methoxyphenyl)-5-methyl-2[N-(2,3- 

dimethylnaphth-1-yl)-N-propylamino]thiazole; 

chlorhydrate de 4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(6-bromo-2- 

methoxynaphth-1-yl)-N-propylamino]thiazole; 

chlorhydrate of 4-(2-chlorb-4-methoxyphenyl)-5-methyl-2-[N-(2,6- 

dimethylnaphth-1-yl)-N-propylamino]thiazole; 

chlorhydrate of 4-(2-chloro-4-methoxyphenyl)-5-methyl-2-[N-(1 -(methoxymethyl)-l - 
(naphth-2-yl)methyl)-N-propylamino]thiazole; 

chlorhydrate of 4-(2-chloro-4-.methoxyphenyl)-5-methyl-2-[N-(1-(cyclopropyl)-1 

-(naphth-2-yl)methyl)-N-propylamino]thiazole; 

3-(2,4-dichlorophenyl)-5-methyl-7(N-propyl-N-cyclopropanemethylamino)- 

pyrazolo[2,3-a]pyrimidine; 

3-(2,4-dichlorophenyl)-5-methyl-7-(N-allyl-N-cyclopropanemethylamino)- 

pyrazolo[2,3-a]pyrimidine; 

2-methylthio-3-(2,4-dlchlorophenyl)-5-methyl-7-(N,N-diallylamino) 

-pyrazolo[2,3-a]pyrimidine; 

2-methylthio-3-(2,4-dichlorophenyl)-5-methyl-7-(N-butyl-N-cyclopropanemethyl- 

amino)pyrazolo[2,3-alpyrimidine; 

2_methylthio-3-(2,4-dichlorophenyl)-5-methyl-7-(N-propyl-N- 

cyclopopanemethyl-amino) pyrazolo[2,3-a]pyrimidine; 

2- methyl-3-(4-chlorophenyl)-5-methyl-7-(N,N-dipropylamino)-pyrazolo[2,3-a) 

pyrimidine; 

3- [6-(dimethylamino)-3-py^^ 

amine; 

3-[6-(dimethylamino)-4-methyl-3-pyrid^^ 
yrimidine-7 -amine; 

3-(2,4-dimethoxyphenyl)-2 l 5-dimethyl-7-(N-propyl-N-methyloxyethylamino)-pyrazolo 
(2,3-a)pyrimidine; 

7-(N-diethylamino)-2,5-dimethyl-3-(2-methyl-4-methoxyphenyl-[1,5-a]- 
pyrazolopyrimidine; 

7-(N-(3-cyanopropyl)-N-propylamino-2,5,dimethyl-3-(2,4-dimethylphenylH1,5-^ 

pyrazolopyrimidine; 

[3,6-dimethyl-2-(2,4,6-trimethyl-phenoxy)-pyridin-4-yl]-(1-ethyl-propyl)-amine; 

[2-(4-chloro-2,6-dimethyl-phenoxy)-3,6-dimethyl-pyridin-4-yl]-(1-ethyl-propyl)-amine; 

cyclopropylmethyl-[3-(2,4-dimethyl-phenyl)-2,5-dimethyl-pyrazolo[1,5-a]pyrimidin-7- 

yl]-propyl-amine; 
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cyclopropylmethyl-[3-(2-methyl-4-chloro-phenyl)-2,5-dimethyl-pyrazolo[1,5- 

a]pyrimidin-7-yl]-propyl-amine; 

cyclopropylmethyl-[3-(2,4-di-chloro-phenyl)-2,5-dimethyl-pyrazolo[1 ,5-a]pyrimidin-7- 

yl]-propyl-amine; 

[3-(2-methyl-4-chloro-phenyl)-2,5-dimethyl-pyrazolo[1,5-a]pyrimidin-7-yl]-di-propyl- 

amine; 

[2,5-dimethyl-3-(2,4-dimethyl-phenyl)-pyrazolo[1,5-a]pyrimidin-7-yl]-(1-ethyl-propyl)- 

amine; 

[2,5-dimethyl-3-(2,4-dichloro-phenyl)-pyrazolo[1.5-a]pyrimidin-7-yl]-(1-ethyl-propyl)- 
amine; and 

4-(1-Ethyl-propylamino)-6-methyl-2-(2,4,6-trimethyl-phenoxy)-nicotinic acid methyl 

ester. 

Methods for making the CRF antagonists described above are disclosed in the 
above-listed patents and published patent applications incorporated by reference herein. 

In an alternative embodiment, the present invention relates to a pharmaceutical 
composition for the treatment of a condition selected from the group consisting of: 

a) abnormal circadian rhythm; and 

b) depression. 

The composition comprises an amount of a CRF antagonist effective to treat the condition in 
combination with a pharmaceutical^ acceptable carrier. Where the condition is depression, it 
is also treated with a second compound for treating depression, the second compound having 
an onset of action that is delayed with respect to that of the CRF antagonist. 

In another aspect, the present invention relates to a method for treating or preventing 
a cardiovascular disease that involves administering a CRF antagonist, or a pharmaceutical^ 
acceptable salt, isomer, or prodrug thereof, in combination with a second, non-CRF 
antagonist compound for treating the disease. The second compound for treating the disease 
can be, for example, adenosine, alteplase, amiodarone, anagrelide, ardeparin, argatroban, 
atenolol, atorvastatin, benazepril, captopril, carvedilol, cerivastatin, clonidine, clopidrogrel, 
dalteparin, danaparoid, diltiazem, enalapril, fluvastatin, fosinopril, gemfibrozil, 
hydrochlorothiazide, irbesartan, lepirudin, lisinopril, lovastatin, oprelvekin, pravastatin, 
prazosin, quinapril, ramipril, saruplase, simvastatin, terazosin, valsartan, or verapamil. 

In another aspect, the invention relates to treatment of migraine or non-migraine 
headache by administration of a CRF antagonist in combination with a non-CRF antagonist 
compound that treats such condition. For example, it is possible to administer a CRF 
antagonist with non-steroidal anti-inflammatory drugs (NSAlDs), such as aspirin, 
acetaminophen, ibuprofen, with anti-emetics, with preparations containing ergotamine such 
as dihydroergotamine, or with agents that modulate serotonin receptors (including those that 
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D a composition for treating abnorma. circadian rhythm that contains effective 
amounts of a combination of a CRF antagonist and a non-CRF antagonist 
compound useful for treating abnormal circadian rhythm- 

2) a composition for treating depression that contains effective amounts of a 
combmation of a CRF antagonist and a second compound for treating 
depression that has a delayed effect; 

3) a composition for treating or preventing a cardiovascular disease that 
contains effective amounts of a CRF antagonist in combination with a 
second, non-CRF antagonist compound for treating the disease- 

4) a composition for treating migraine or non-migraine headache'that contains 
effects amounts of a CRF antagonist in combination with a non-CRF 
antagonist compound that treats such condition- and 

5) a composition for treating emesis that contains a CRF antagonist in 

coronation with a non-CRF antagonist compound for treating emesis 

Coronation treatments according to the invention can be administered as part of the 
me Pha a| composjtjon ^ ^ actjve agents ^ ^ J rt ° f the 

of an appropnate dose regimen designed to obtain the benefits of the combination therapy 

Acid addition salts of the CRF antagonists and other agents employed in th. 
invention can be prepared in a conventional manner by treating a sLj^l^ 
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the corresponding free base with one chemical equivalent of a pharmaceutical^ acceptable 
acid. Conventional concentration or crystallization techniques can be employed to isolate the 
salts. Illustrative of suitable acids are acetic, lactic, succinic, maleic, tartaric, citric, gluconic, 
ascorbic, benzoic, cinnamic, fumaric, sulfuric, phosphoric, hydrochloric, hydrobromic, 
hydroiodic, sulfamic, sulfonic acids such as methanesulfonic, benzene sulfonic, p- 
toluenesulfonic, and related acids. 

The CRF antagonists and their pharmaceutical^ acceptable salts, and any second 
pharmaceutical^ active compounds, may be administered alone or in combination with 
pharmaceutical^ acceptable carriers, in either single or multiple doses. Suitable 
pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous solutions, oils 
(e.g., peanut oil, sesame oil) and various organic solvents. The pharmaceutical compositions 
formed by combining the CRF antagonists and pharmaceutical^ acceptable carriers can be 
readily administered in a variety of dosage forms such as tablets, powders, lozenges, 
emulsions, oil soft gels, syrups, injectable solutions and the like. These pharmaceutical 
compositions can, if desired, contain additional ingredients such as flavorings, binders, 
excipients and the like. Thus, for purposes of oral administration, tablets containing various 
excipients such as sodium citrate, calcium carbonate and calcium phosphate may be 
employed along with various disintegrants such as starch, methylcellulose, alginic acid and 
certain complex silicates, together with binding agents such as polyvinylpyrrolidone, sucrose 
gelatin and acacia. Additionally, lubricating agents such as magnesium stearate, sodium 
lauryl sulfate and talc are often useful for tabletting purposes. Solid compositions of a similar 
type may also be employed as fillers in soft and hard filled gelatin capsules. Preferred 
materials for this include lactose or milk sugar and high molecular weight polyethylene 
glycols. When aqueous suspensions or elixirs are desired for oral administration, the 
essential active ingredient therein may be combined with various sweetening or flavoring 
agents, coloring matter or dyes and, if desired, emulsifying or suspending agents, together 
w,th diluents such as water, ethanol. propylene glycol, glycerin and combinations thereof. 

For parenteral administration, solutions containing the CRF antagonist or a 
pharmaceutical^ acceptable salt thereof in sesame or peanut oil, aqueous propylene glycol, 
or in sterile aqueous solution may be employed. Such aqueous solutions should be suitably 
buffered if necessary and the liquid diluent first rendered isotonic with sufficient saline or 
glucose. These particular aqueous solutions are especially suitable for intravenous, 
intramuscular, subcutaneous and intraperitoneal administration. The sterile aqueous media 
employed are all readily available by standard techniques known to those skilled in the art. 

The effective dosages for the CRF antagonists employed in the methods of this 
invention will depend on the intended route of administration and factors such as the age and 
weight of the patient, as generally known to a physician. The dosages will also depend on the 
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